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(57) Abstract: Amide compounds represented by the following gen- 
eral formula (I), isomers thereof or pharmaceutical ly acceptable salts 
of tlie same; wherein R' represents hydrogen etc.; R^ represents hydro- 
gen, etc.; X represents SO2, etc.; Y represents a group of the formula 
(Dl), etc.; and a is 2. lliese compounds exhibit a remarkable and selec- 
tive Rho kinase inhibitory effect without any troublesome toxicity and 
arc excellent in oral absorbability, pharmacokinetics (drug absorption, 
distribution, metabolism, excretion, etc.) and physical properties (sta- 
bility, etc) as the compounds per se. Owing to these characteristics, 
these compounds are useful as remedies for various diseases in which 
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mmm 

&An7lc^/^-r?.GTPas etSt4:£:SUTVN^) (Hall A. . Scienc 
249x 635 - 6. 40. 19 9 0 ;Bourne. H-. Nat ur 

es 34 9, 117-12 7. 1991)o 

cnc,®(Si9«^aGMBMIi^©7$y^i25U0!®^i4A»^Ras, Rho, R 

ClOd^Rhott^ (0-&^=f'1fi7^ 7 7 J: b c D N AOJi^-C^SS^ 

Rasi:$«i3 5%CDffipItt<&^-r5i^U'^r5=- K*=i— F-railfcA»f,Rho (R 
20 as homologue) t^-:3l:)-?)nfc (Madaule, P. , 
Cell, 41s 31-40. 19 8 5) o 

RhoJiitf*;/ DT-feSC 3^^*>*J;i;ty Y^nMM^'&D IN 

tc:J;»)i^Sfi«jfc:ADP UjJfS/;ufti%Stt^?S<4'fb^HS(Narumi ya, 
S. 43<tZJtMor ii. S.. Cell. Signal. 5. 9-19, 199 
25 3;Sekine, A. J. Biol. Chem. 264. 8602-86 
0 5)o -^^T. C:©C 3gf^43<J:?;fED I N?^fflV>t. R h o fiO/ffflflS^^lg^© 
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m^ti^ ^:t^>m» (MLC) ^i-—{ikiiiiV>m'(bffiT^9->' %:ti/ 

'J>m<bTi^^mmK:tiy>^^xyT^—iicDmmifim^itfilz^ti (Shimi 
zu, H. J. Biol. Chem. 269^ 30407-30411)/ 

SRho*»Ca«c??l4lSiaS*lS?^-r-Sc:i:*J^^n (HI rat a, K. . J. 
Biol. Chem. 6 7. 8 7 1 9 -8 7 2 2s 1 9 9 2). W-mWHUmiZ^ 

«t S C ^ tiT VA a „ 

Swiss 3T smm^XlF 3 Y immtZ^l.^XRhom^miZ'f-u 
^>>V>Wiii^<D/hm (Kumagai, N. f,. J. Biol. Chem. 27 
.0> 8 4 6 6-8 4 7 3. 1 Q Q 3) ^^m'mcDM^)-^ /:^V:i---^^±-^(0 
15 tS(4>(b (Kumagai. N. FEES Lett. 366. 11-16. 
1 9 9 5) A?^a?>c,nfco CICDCti^c,. Rho*:n-rsffir«fe3aigI&{ciH>T. 
Rho©T«ftt:«[jSo«aSf i; >K'fb»3l5CD^p:&AJ^igfc*n. Rh oipe,cDi/^/ 
:^;i/*e^-rsSSSl©— L-C. Rho«D?Stt<bt:#v^tS(4^^ns-b U > 
/:;^l/;r->^:^— If (Rho:^:^— g) . fiJd^tf. ROCa (Leung, T. 
20 e,^ J. Biol. Chem. 270. 29051-29054.. 1995) 

[Sy« Rho-kinase. ROt;K-II]-^pl60ROCK(Ish 
izaki. T. A,. EMBO J. 15. 1885-1893. 1996) 
C»J« ROC^, ROCK-I] AJffl^^ixTl^*. 
$6fc:. ^:©Rho^:^— BAJf6gg^;i-2^>;^:;^7 3'^?— i/ffi-fbL. ^ 
25 ©fStt^«l^rSCi;*s«^^nTV>4(Kimur a, K. f,. Scienc 
e. 2 7 3. 2 4 5-2 4 8. 1 9 9 6 )o 
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•^;^^Z.,t.i!fi^M,^ti (Uehata, M. &^ Nature^ 389. 990 
-9 9 4. 1996hWO98/06433^).^^IC, R h o gpiS 
^Jt bTfeSacD-f V^y U >7,J]/n^>T^ K^iii*: (WO 9 8/0 6 4 3 3 
i3<ttJf-<V^y \)>mmi^ (Naunyn-Schmiedeber g' S 
5 Archives of Pharmacology 385(1 )Suppl. 
R 2 1 9 1 9 9 8;^ 1 1 ) A^Bdi^HTV^So 

mTS:Rho^i-—kimmmtLX:i^^i^*)>m. 4- [2- (2, 3, 
4, 5, 6-^>9y)V7ir^y:j^—)v)7'^^)u-f)\/'\i^mk^(Oth^mo!>\i— 

;i/^>-lf >il^i*:-^|iJ^^g|^«:AJ^^^n-Ct^-5 (WO 0 0/5 7 9 1 4-^. 
10 i|#ii2 0 0 0-4 4 5 1 3-^) o 

±IB©Rho:^^:^-^f®*^tePl^lSIO--o-efe:S ( + ) -h^>>^-4. 
- (1 yoi^;!/) -i - (4 -t:«/i^;i/*;wt^>f ^i/u-^^^^^it 
«v^feRh6-Rho =^:^-^?s^ufc'>^^:^;^e^©«^>!?^^;£fe^s«iiicQffPl!a^J» 

15 ^J;?.{iRho:^l^:^— ifcDilJRfitJ&Pa^lSASRho-^LPA (lysophos. 
hatidic acid) M^^i^^T. h b >^ 7 >r >'^— iii^ffliiag^^HEfflJl^fig 
* PlSf S c: i: iS tc ^ J:^ S * ;i/ i/ •> A ii tfttS < umconum 
(4*:&-rscia**M&3b>i:'&ofc (Uehata, M. Nature. 38 
9x 9 9 0-9 9 4. 1 9 9 6) o 

20 ^(om\:L^z.<D^^m^t^nm.mu^^(ommmu. nie-i i s^eiflat^jft 

■5LP AK:J;5^*3^^®31iSg©WiS«K^ffl (H i r o s e. M. J. Cell 
Biol. 141. 1625-1636. 1998). 1 SSN a*- H*^«if*:© 
mttfljOjqiftilftffl (Tominaga, T. EMBO J. 17. 47 12 
-4 7 2 2. 1 9 9 8) i:l>ofc«l>!?36t«Blia*ie6fc:lliSU-Cl>SCl 
25 T^^-5o 

^fc^^i* hcDjBJ^xsf^s (AHJiiia) cDPi^^'y v^m^ikmmm^(o^m'^^ 
;i/ic^ v^T R o c K/R h o ^■)—\i<Di^mm&mmi^hB.mm<o^m^^^{k 
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#fi9tc«i{fi|-rscii:As$B^$^ (I t oh, K.e,. Nature Med. 
5> 22 1-225x 1 B 9 9) . Rho-Rho=if-i-—t!^'^T^mm<OMW} 

5 (Sahai, E. Curr. Bi.ol. 9, 1 3 6-1 4 5. 1 

9 9 9) o 

«^#^t.nT*t). Rho-Rho ^i-'—ii(Dmm^mmTi>^i^i±^mmitSL 
#b-Cl^2^SS^<^)^B«^^ iftlSx SB^JSggJiix AIDS^ j5ttjfll|fat«E»«;&:^. IB] 

J^soJ^^«*!<b*^w^l.T^,^sJB^^«ll6ws. itmwim (w^eis • ©jr) j&jr. laiia-. 

rtct>^> *«B^CDB0?Jttx Rho-Rho^:^— HfOH-^-racmfeffli^Jfe 

Rho:^^:^-^flJa|lfs^4^^r■r*K3l:i3J:VRho^:^-^ffcjeH-r 
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(1) -m^ 




m — R2 



,(CH,)a ( , ) 



0 



^6«v^tt^c (I I) tj;t)^$tisa^£^-ro 



qsbs R*ttzk^x T)V^)W 7x— ;w — h P^fettJ/T'y*^^ 

"To 

^fettx R' fcRMii^'&L-C^e.KilgttJlcp^lp^^, J5iiMJl^*fcttg^S5&:S. 

XHcCH,. O. SO^SfcliNR^ RMi2K^> :pj1/^;k 

YHijS: ( II I) . (I V) . 5S; (V) s ^ (V i ) t J: D^^ns^^^^o 
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(I'D (IV) . (V) (VI) 

(ss(iii). (IV). (V). (VI) :b,\ n'um-^ittimi^^ 

(2) (I) 4•^ R'ifiTKm^ TJU^;w /\ti^>, hKn*i/;K T 

Yifi^ (I I I) . ^ (IV) . S; (V) tJ:D^^*La^*5^U 

^ (I I I) . (I V) > (V) *©R\ R'tt^-^fcttS&^-c, tKKJs T 

-5 © ISI^±ff S L o S ffio 

(3) (S) (4-l^Ui^;U) ^;*-^DV>-7 -*;U;t^ 

(S) -4-7^^>'-N- (.4-l^Ui?;i/) ^;d-!j7nv>-7-3b;U;Jf:¥-»J-^ K 
1. 1 -2^at-dp-y->r 

(S) -4-7'^y-N- (1H-1^7V;d [3, 4-b] h:vt^>-4-^ 

(S) -4-:P^y-N- (lH-lf7\/n [3, 4-b] tr'JS^>-4--r 
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(S) -4-7'5>'-N- (IH-l^DD C2, 3-.b] b:U2^>-4--<;i/) 
^;?t- ^' D ^ > - 7 - * :2|r1^- 5 h\ 

(S) -4-7'^>'-N- (IH-lfOD [2, 3-b] tr U 5^ > - 4 ->f ;U) 

5 5";ti'Dv>-7->jj;i/^^rit^ h* 1. 1 -s;3)-^-y->f K 

(4) (S) - 4-7'K y - 6-;<^jV-N- i4-\^Vi^JU) ^^^.0:?> 
-7 - 3b;u;}1^r+f^ 

10 (S) -4-7^ y-6-^^;i/-N- (4-lfUi^;u) 
;i/5j?=^1t^ K 1, l-i^Tf-^^Fi^-'f ^«^ 

(5) -4-7^>'-6-^Dn-N- (4-lfUs;;i/) ^;r^PV>-7-* 
(S) -4-7'*y-6-ifDD-N- (4-t:Ui^;i') ^;ti>p x'>- 7 

15 K 1, 1 -i^rr^-b-'f h\ 

(S) -4-7'^>'-8-^^;u-N- (4-tfyi^;y) ^;r5'DV>-7-* 

(S) -4 -r < 8 -o<^;i/-N- (4-l^Ui;jl/) ^:i-i?DV>-7 

20 (S) -4-7'5>'-6-^5^;i/-N- (lH-t:DD [2, 3-b] tr»Ji;> 
-4-'r;i') 5^:4-^0 v>- 7- *;i':J?:i(r-l?-^ H 1. i - 
(S) -4 -T^ y- 6 -^DD-N- (lH-t:PD [2, 3-b3 t:US^> 
-4--f ^:t^DV>-7-*;i/;if:^-t?-5 h* 1, 1 - S?:^-:5f^-y>f K 
*»t.M*?^ixS±IB (2) fB««D5'^ K-fb^ife^ cDMt4<*:^fcH:^cDISIjlJ:fJ= 

25 SLdSilo 

(5) ±fB (1) - (4) ©U-THA^tgaacOT-^ h•fb^#^^ ■fOSI*^:^^ 
^ O ISIg.lr.B^^ L d -S ifi A» f> jfe -5 EHIo 



wo 01/68607 



PCT/JPOl/02132 



(6) ±U (1) - (4) CDV^rtiipfclBttcDT'^ K<b-&1fe^ 

(7) «5i|gi^«]$iJ^s iflllf#f^^^P^m^ ^^;?^J^ilBEM^ in;§tiiSita 

mmn. mm&mmm. ^i^m^mm. nm^imm^n. mm^^km^s mmoo 
• ?&iS(ii]fpc,Mj?^n^ij^ft < i:*)-«T-^s±sa (5) t^mcommo 

(8) ±SB (1) ~ (4) ©VN-rniP{c:S3«cDT^ hMb^%. ^cDIH4«t^te 
H:-€^CDEM±ff^ L ^ c, ft S R h o IS^JSRlo 

(9) ±gB (1) - (4) ^DV^ri^*»tcsB«icD5'$ hMb^lfe^ 

(10) ±fB (1) ~ (4) 0lririx*»tcfB«p7'^ b'<b^#j. -ecOMi^^^S 

fci±^®gi6i±m=^ba •5ffiA»?)ft^s£mo 

(11) ±fB (1) ~ (4) 0^,^■rtl*»^C|3«^^O:7'^ hMb-^«I> ^OHi^tt:* 
fctt-^OEISiffig L a -SiiiP e. ft Sl^lSfllo 

SllSofltf^ftitiqg 

Slia:. C*i»fciHi s-TaggB9y*#*PUfct hROCK- 1 If 
KptW (1-4 7 7:p5 >'^) mM^i^^-cD-UcDDNAmn^Xij^m 

thROCK-1 I? >a5:e'C0 C*4KBP^® r ^ ^ KiB3?(l*^-r. 

^^^^iGBftiSi^ 
:*:f5«iOJ:iB-«SS5; (I) fc::|3ttS*am^tO^«H:^*JOifi>)-Cfe:5o 
R\ R*. R\ R*^ RS. R»tCS3*ti.7';U:JF;Ui:t±m3ll«Cl~ 1 OfflCDfigj 

;w -rv^^^;!/, ^2i|R:?'^;w lg3lS7'f^;K '^>5^;k ^n^ItS^^K 
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5 R\ R\ R''{c:J3tj-s/ND>;'>i:tt. 7 ifisS. ^'>l^l*S=^ro 
R\ R«x R«C43tJ-5 7';i/Zmr2/i:t±. j^^ftl-'4ffii<Z)ia^*:fct±^ttja 
ttO>;i/Zi:^i/TS)-r>T. :nh:3|ri's ra^^^i/, ^Vro^tf^S/, 

R^ R*> R*tc*5lt5 7'^;u:3F;i/i:»±. 7';i/^;i/^i:Li:^lg^l~4{acD 

2 - 1 KP^r^'i.^;^ 1 -b h-p:^r->3^^JV> 3 - t H P*5^rp t 
20 JK 4-t Kn:^S/:r^;i/&Jf*s^t:f 

R*t343lt*>'NP7';i'=^;i/ii{±R'{c43V">T^Lfc7';i/^;i/lc: 1 ~ 5M©''^p■i7' 

;^^P^^;K 2, 2, 2 - h OyjV:tXJ3i^jv^ 2, 2, 3, 3, 3-^>^y 

j]/^ p r P b;n& o 
25 R't:*5ttS7'i';ufcf±j^lg|8c2~6<i<07';i/*>''i';i/ (7'-b^;K rpt-r 
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R'i:R*A«IS-&L-C«ltt»ic^&t:ift||{lH^. fiflMjl^*fct±««iai*:fir UTV^ 

2->fJV^ 3, 4, 5, 6-5^hvH KPir';i?>-2--r;W 3, 4, 5, 6 
-7^ t KatrU ^i^>-2->f;Wx 1, 3 -::^-:3|r-9-y U >- 2 --f;!/. 1, 
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jv^j]/^ -hPx 7'^^^ 7 3i^;k :f'^;u=^;U3&:if©SISIS*^LTV^-c*.i: 

(RS) ( 4 - «; ^rTi' PV>- 7 -*;i/5t«#U-$ 

15 .(RS)-4-r^>'-N- (4-1^ US^JW) D v^- 7 -3bJl/;K=^-b- ^ 

K 

(RS) - 4-7^y-N- (4-lf ^'DV>- 7 -*;V;i^=2|ri?-^ H 

(RS) -S-T-^y-N- (4-t';i?;i/) -5, 6, 7. S-T^h^tFn 
:^ 7 ^ b > - 2 - ^l^- ^ K 
20 (RS) -5-T^>'-3-p<^;i/-N- ( 4 - t U -5, 6, 7, 8- 

(RS) - ^-TXJ-'i^- (4-1^ ';i/*;V) -2s 3-2;b Kd^>\/ [bj. 
?-;^-7i>- 6 -A^l'^^^if ^ K 1, 1 -S^:t=^r'b-W K 

(RS) -S-T'^y'-S-^t^^b-N- (4-t:Ui?;b) -2^ 
25 '^>>>r [b] 6 -*Jl/5tf:J|r-b-^ K 1, 1 -i^:<-^rif--f F 

(RS) -3-T^>'-N- (4-liUS^;i/) -2^ 3 - J> t Kd'>;>V [b] 
5^;?f- 7 > - 6 - 3b;i/^^1^- 5 K 
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(RS) -3-7'^y-5-<^5^;i/-N- (4-t^US;;b) -2. 
'^^V^ Cb] 5^;*-7 3c>-6-*;i/5jf+-y-* K 
(RS) -3-7^5 ^-N- (4-tr U-:;;!/) -2. h-D^>V^ [b] 

7^ >- 6 — t« 
5 (RS)-l-7'^>'-N- (4-tUi^;u) -f >y>- 5 -;b;i/;P=¥-!f ^ K 
(RS) -S-T'^y-N- (4-V^Us;;i/) -2, 3, 4, 5-7^h^bKD 

- 1 -'^>y^jit^>-8-*;i/jtf:i\r-y-^ K 1, \t 

(RS) -S-r^y-N- ( 4 - ij s;;!/) -2. 3,. 4, 5-7^b^tKa 

- 1 -'^vy^^ji 8 -^3;t/;H=3tr-9-^ K 

10 (RS) -S-T'^y-N- (4-t';'^;U) -2, 3. 4. 5-5^h^bKD 
-l-'^W;f^H2K>- 8-*;V5K^-9-^ |« 

(RS) -5~T^y-N- (4-bUS^;u) -6, 7, 8, 9-5rh^tlrn 

(RS) -4-7'^y-N- (lH-b:nD [2, 3-b} b'JS?>-4-'f 
15 ;i/) P v>- 7 -*;u;}<^-b-^ K 1, 1 -i^;^^-t»->r K 

(RS) -N- (IH-bPP [2. 3-b] bU2;>-4-^ 

(RS) -4-7^5^-^- (lH-t:PD [2, 3-b3 A-^ 
;b) i'Dv>-7-*;i/^:3lF-tJ-$ K . 
20 (RS) -5-r^y'-N-T (IH-bPD [2, 3 - b] t: U 2;>- 4 
;i/) -5, 6, 7, 8-7^ hvt: h*P:>-:7^ U>- 2 -3b;i/^:^r-y-^ H 

(RS) -5-r^>'-3-j>t^;U-N- (IH-bPP [2. 3-b] tUi^ 
>-4--<;i/) -5, 6, 7, 8-5P h^h I«Pi-74^U>-2-*;i/7jf:¥-y-$ 

K 

25 (RS) -S-r^y-N- (IH-bPP [2. 3-b] b«;2;>-4-'< . 
;u) -2. 3 -i^h KP'O^/ [b] 6 -A;i/;j^:J|rif A F 1, 1 
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(RS) -S-T^^-S-^^JU-N- (IH^tDP [2, 3-b] eUi 

(RS) -3-7^y-N- (IH-tfDD [2, 3-b] t';s;>-4-< 

-2. 3-y t Kn-?:>V [b] 7 ^ > - 6 - =^^-y- ^ K 
(RS) -S-T'^y-S-^^^iz-N- (IH-kTDn [2, 3-b3 t U 
>-4--r;i/) -2. 3-i;t Ko-c>V [b] 5=-:^-7x>-6-A;i/jt?^-y-5 

(RS) -S-T'^y-N- (IH-fcTDD [2, 3-b3 l^«Ji;>-4->f 
;p) -2^ 3-i;t f D'^>V [b] 7^>- 6 H 
(RS) (IH-trPD [2, 3-bj t^iJi;>-4->f 

;i/ ) -I" > ^ > - 5 - * ;i/ 5}? ^ K 

(RS) - 5-T$.J -N- (lH-t:PD [2, 3-b] t^Uj;>-4->f 

-2, 3, 4, 5 -T' t Kp- 1 -'<>vr^xl^>- 8-*;i/;K:*-b-$ 
K 1,1 -i^^t^l)-^ H 

(RS) -S-T'^y-N- (IH-tPD [2, 3-b] l^';i;>-4-^ 

>'i/)-2, 3, 4. 5-7^ hvt kp- l-'<>^;^a:l^>-8-*J^;^?dt^■^^•^ 

(RS) -S-TK^-N- (IH-tPP [2, 3-b] lf»J2;>-4-^ 
;i/) -2, 3, 4, 5 -T' h^t FP- 1 -^>y3|-d|p^rtf>_8-A;l,7^f:3t■t^• 
(RS) -S-y'^y-N- (IH-l^PP [2, 3-b] f 'J i^^- 4 --i" 
-'I') -6, 7, 8, 9 -5^ h 5 t KP'<>\/J/^p^7"5'>- 2 -*;u;}fd|piJ-5 

(RS) -4-7^y-N- (lH-t:^\/p [3, 4-b] \^Vi>>-4-^ 
^1/) ^;ri'PV>-7-3b;U7j?=^-9-^ K i, l K 
(RS) (IH-tr^^/P [3, 4-b] i^iji;>-4_^ 
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(RS) -4-^^^-^- (lH-tf^\/D [3, 4-b] fcrUi;>-4— f- 

(RS) -5-7'^>'-N- (IH-l^^yp [3, 4-b] tf'JS^>-4-W' 
5 -5, 6, 7, 8 -5^ t h-D:^7^ 2 -i7->l/7it:i|rU-^ rt 

(RS) -S-T'^ y-3-p<^;p-N- (1H-^7V^D [3, 4-b] U 

5^>-4--r;i/) -5, 6, 7, 8-7^ h^t ^'D:^7^?^✓>-2-*;^4f:^•f^- 
(RS) -S-T'^y-N- (IH-evVn [3, 4-b] t';i?>-4-'i' 
10 ;b) -2. 3-S^t HD-^>>>r [b] ^2j-:^:r>-6-A;i/;t?^1?-$ K l. i 

(RS) -3-7^y-5-/5^;i/-N- (lH-t^\yD [3, 4-b] 
>:;>-4-;<Jb) -2. 3-S^t N-D'Ovr Cb] 5=-ar-7i>-6-*;i/7t<dt^-tf 
^ K 1,1 K 
15 (RS) -S-T'^y-N- (lH-k:^V^P [3, 4-b] t:'J5^>-4-^ 
^l') -2s 3-5^t KD-?>vr Cb] 5^:t7:ii>- 6 -*;i/;J^4^th$ h' 
(RS) 5-^5^;i/-N- (IH-l^^yp [3, 4-b] try 

2^>-4-^;i/) -2. 3-2;bKP'^>y [b] ^2}-7 3i>-6-*;b;Jfd^tJ- 
• ^ K . 

20 (RS) -3-7'^>'-N- (IH-ir^vrD [3, 4-b] l^Ui?>-4->f 
;i/) -2. 3-i;hl<D-<>>/ [b] 7 7>-6-3!7;i/;Jf=;\^-t?-^ p 
(RS) -l-T^y-N- (IH-li^v^D [3, 4-b] \^V^>-4-^ 

(RS) -B-T^y-N- (IH-t^vTp [3, 4-b] \fijy>-4--f 
25 ;i/) -2, 3, 4, 5-5^h-7fch*D-l-'<>V^.ccfcr>.-8-*;i/i?:3^-9-* 
K .1, l-S^>j-:*^-b->f K 

(RS) -S-T'^y-N^ (iH-fcf^V^P [3, 4-b] e'J2;>-4-i' 
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Jl) -2, 3, 4, 5 -7^ t KD- 1 -''^^^/^ail^i/- 8 -*;1/Jjf^f1f^ 

(RS) -5-7^5 y-N- (IH-bf^vfD [3, 4-b] t';i?>-4-'f 
-2, 3, 4, 5 -7^ h7b HD- 1 -'^>v';^-:^|^-b^^>.-8-*;^^^f^t^■ 
5 ^ H 

(RS) (lH-t:7\;p [3, 4-b] tfUi^>-4-'f 

H 

(RS) -4-7'^y-8-p«^;i/-N- (4-K»;s^;u) ^;^-^'DV>-7- 
10 K 

(RS) - 4-7^^ y - 8 -^^;i/-N- (4-t^Ui^;i/) ^y$-^u-^y~7 - 

(RS) -4-7$>'-8 -p<5^;i/-N- (1H-J^7VD [3. 4-b3 U 

15 (RS) -4-7'^y- 6 -pt^;i/-N- (4-tys?;u) f^5j-^D^>-7- 

(RS) -4-7'^>'-6-><^;i/-N- (4-li>;i^;i/) ^;*-^DV>-7- 
*;i'^=^-tf ^ K 1. i-s^^^fi^-^F 

(RS) -4-7^>'-6 -^^;i/-N- (lH^li7\/P [3, 4-b] fc? U 
20 4 ->r;u) ^:ri'nv>- 7 -*;i/it^r1t^ K 

(RS) -4-7'^>'-6-^^;i/-N- (1H-1^7'/P [3. 4-b] ITU 

(RS) - 4-T5 - 6 -pl^;i/-N- (IH-fcTDD [2, 3-b] U 

>-4--f;b) 5^2^^pv>-7 K i, i h* 

25 (RS) -4-^^^ (4-tyi^;U) ^;ti^PV>-7- 

(RS) -4-7'^>'-.6-i'PP-N- (4-t;»Ji?JV) ^;ti^PV>-7 - 
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(RS) -4-7^ 6-^DD-N- (I H-tr^v^D [3, 4-b] 

(RS) -4-7^^-6 -i'DD-N- (iH-b^^VD [3, 4-b] 

(RS) -4-7'^y-6-i'DD-N- (IH-tTDD [2, 3-b] JfUi? 
>-4-<;i') 5=-:*-i'DV>-7 -j!3;i/;l?dp-t>-^ 1« 1, 1 -i?;i-:^h-y-'f P 

(RS) -4-T^>'-6-.p« Y^i^-N- (4-tr»; j;;u) 5^3i-i^Dv>-7 

10 (RS) -4-T^>'-6-p< h=Sp>>-N- (4-tf»Ji^;v) 5";ri'P'7>-7 
-:^;i/jJt^r-»?-^ K 1, 1 -i?3^-^^■t^>r K 

(R) -4-7^y-N- (4-liUi?;i/) ^:i-i'DV>-7-5!j;i/3t?dF-9-^ K 
1. 1 -i?;r=^r1f>f K 

(R) -4-7'^y-N- (4-bfyiJ;i/) 9-yi-^n-^>-.7 -ijJUTf^^if'^^ K 
15 (R) _N- (4-t^ US^;i/) ^PV>-7-:ij;i/:l?^-l^-^ H . 

(R) (4-fc:'Ji;;w) -5, 6, 7, 8-7^h^tFD:h 

. 7 ^ U > - 2 - * JUTK^r-b- ^ K 

(R) — 5-7'^y'-3--^^;u-N- (4-t:ys;;u) -5, 6, 7. 8-7^ 

20 (R) -S-T'^y-N- (4-lf';s^;u) -2x 3-i?h KP'^i^V^ Cb] ^ 
3i>- 6 -*;i';K^-9-^ K 1, 1 -i?;r4^-9->r K " 
(R) -3 -T^ 5-^^;b-N- (4-l^Ui'*;P) -2x 3-2^tKP^ 
>V Cb] ^;*-7 3i>- 6 -3b;i/;t5:^-b-= K 1, 

(R) -S-T'^y-N- (4-K';i?Jl/) -2^ 3-S^t 1<P^>^/ [b] ^ 
25 6 -5lj;i/jJt:3F:-U-^ H 

(R) -3-7'^y-5-pt^;i/-N- (4-tUi;;U) -2> 3-iJtFP'< 
> V [ b ] 5=-;^- 7 at > - 6 - 3{7;i/:tf ^r-y- ^ K 
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(R) -3-:r^>-N- (4-tUi?;i.) -2> 3-5^t Kn^^c^v/ [b] y 
^ > - 6 - 3b;i/;i? JF-t)- ^ K 

(R) -l-7^y-N- (4-bfi;s;;i.) >f >;jr>- 5 -*;i..if=^ti^ * K 

(R) -S-T'^^'-N- (4-tryi?;i.) -2. 3, 4. 
1 --c>\/5^act:>- 8 K 1, l-^Jit^^^Y 

(R) -S-T'^^-N- (4-tfyi;;i.) -2, 3, 4, S-T^h^tKD- 
1 — ^> r/^OL t > - 8 - A;i/;Jf :3|r1t 5 K 

(R) -5-5'^>'-N~ (4-lf'Ji;;u) -2. 3, 4, S-T^h^tiKn- 

(R) -B-T'^^-N- (4-ti;i^;u) -6, 7, 8, 9-xh7fcKD<< 

(R) -4-7'^y-N- (IH-lfPP [2, 3-b] U 4 

(R) -4-7'^y-N- (IH-trpp [2, 3-b] U SJ>- 4 ->r;i/) 

(R) -4-7'^y-N- (lH-t:pp [2, 3-b] tr U 4 
^ p V > - 7 - * ;u7tf ^ tJ- ^ H 

(R) -S-T'^y-N- (IH-KPP [2, 3-b] li»;5;>-4-'f JW) 
-5, 6, 7, 8-5=^ h^t ^•P:^7^^>-2-*;^:ff:^•9•5 K 

(R) -5-7'5 >'-3->{^;i/-N- (IH-l^PP [2, 3-b] l^U2;> 
--4->f;U)-5, 6, 7, 8-5^h7t h*P:h7^ U>- 2 K 

(R) -S-T'^y-N- (lH-t:PP [2, 3-b] l^Ui^>-4-^;i.) 
-2> 3-S^tiKP^>vr [b] 5^;i-73c:>-6-*;i/:if^-y-^ K . 1, 1 -s; 

(R) -3-7^* >'-5-j><^;u-N- (IH-l^PP [2, 3-b3 bfUi^^ 
-4--i';i/) -2. 3-5;k KP^>vr [b] ^3j-7a:.>- 6 -3!3;i/;}?if-b-^ K 
1, 1 K 
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(R) -S-T'^y-N- (IH-lfDD [2, 3-b] l^>Ji?>-4-'f ;u) 
-2^ a-S^tKp'OVCb] 5^:^-7 1 > - 6 * K 

(R) - 3 -7"^ - 5 -^^;i'-N- (IH-l^DD [2, 3-b] 
-4--r;u) -2x 3 -s^t HP'Ov/ [b] 5^;t-7x>-6-*;i/7jtde-9-5 k 
5 (R) -a-r^y-N- (IH-tiPP [2, 3-b] h; U 4.-^';i/) 
-2x 3-yt KD''^^^/ [b] 75>- 6-*;i/*:^1f ^ K 

(R) - l-TKy-N- (IH-tfDD [2, 3-b] tr U5?>-4->f >U) 

(R) -S-y'^y-N- (IH-tPD [2, 3-b] tr'Ji?>-4->f;u). 
10 -2, 3, 4, 5-7^ h^t KP- l-'^>\/^3itr>-8-*;b3t?=^-b-^ K 
1. l^t>:^^-^-( Y 

(R) -5-7'^>'-N- (IH-l^PP [2, 3-b] »J i?>- 4 ->f >V) 
-2, 3, 4, 5 — t KP- 1 -'^^y^ail^:/- 8-3!3;i/if^-!t5 F 
(R) -S-T'-^y-N- (IH-l^PP [2, 3-b] \^^)Vy-A--()V) 
15 -2, 3, 4, .5 -5^ t KP- 1 -'<>V;d-^-bt:>- 8 -*Jl/7t^:^r-»t^ K 
(R) -5-7^y'-N- (1H-1;PP [2, 3-b] If U 2;>- 4 ;U) 
-6, 7, 8, 9 -7^ t KP'^>\/»>^0'Nr^>- 2 -*;i/5j?^"9-$ K 
(R) -4-7'^>'-N- (IH-lf^yo [3, 4-b] Vf';i?>-4->f 
;u) ^;i-^P-^>-7-*;U:t?:3F-9-^ 1* 1, 1 h' 
20 (R).-4 -7^ y -N- (1H-If^^>rp [3. 4-b] VfUi;>-4--< 

(R) -4-7'^y-N- (lH-ti^\/p [3, 4-b] \^y)i>y-A-^ 

^7 P V > - 7 - * ;UjJf :5f-9- 5 1« 
(R) -5-7^>'-N- (IH-K^^/P [3, 4-b] tyi?>'-4->f 
25 }\/) -5, 6, 7, 8 -7^ t FP:^7^' l/>- 2 -*;i/5tt^F-9-^ H 

(R) -5-r^y-3-^^;i/-N- (lH-t^>/P [3, 4-b] If U 
>-4->r>»U) -5, 6, 7, 8 -5^ h7b KP:^7iJ' U>- 2 -*;^5t?^^1^^ 
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K 

(R) (IH-t^yp [3, 4-b] tiJS^>-4--f • 

-2^ KD^>y [b] ^sr-7i>- 6-*;i/>H:¥iJ-^ K 1, 1 

5 (B) -3-T^y-5-^5^;u-N- (I.H-K^Vd [3, 4-b] U 
>-4->J';i/) -2^ 3-S^tKD>>c>y [b] 6-*;V7tf=^i^^ 
K 1,1 -i?3»-#1f>f H 

(R) -S-T'^y-N- (1H-K^Vd [3, 4-b] l^i;s;>-4->f 
>'I/)-2x 3-S^tFD^>\/Cb] ^^7:ii>- 6 K 
10 (R)'-3-7'^y-5-p<5^;i/-N- (1H-1^5V^D [3, 4-b] U 
>-4->f;P) -2n 3-S^tKp-i>y [b] ^:;t7i>- 6-*;i'^*-b-^ 

(R) -3-7'^>'-N- (lH-i;^\;p C3, 4-b] lfUS?>-4-'f 
;b) - 2s 3 -i?t KD^>\/ [b] 6 K 

15 (R) -l-T'^^-N- (lH-t^\/P C3. 4-b] l^Ui?>-4->r 
;^) >^^>- 5 K 

(R) -S-T'^y-N- (IH-l^^yD [3, 4-b] lfUs;>-4-'r 

-2, 3, 4, 5 -7^ h7b HP- 1 -'OV^ait^- 8-*;ie;ff*-b-$ 
H 1,1 -i>:t^V->C H 
20 (R) (IH-lf^yp [3, 4-b] tf 'J 4 ->f. 

-2, 3, 4, 5 -5^ h^fc h-D- 1 -^>y5^a:t^:^-8-*;i/^:¥-t^^ 

h* 

(R) -S-y'^y'-N- (1H-I^v\/P [3, 4-b] trUS;>-4-W 
-2, 3, 4, 5 h^h h'P- 1 -'OVr^-^-lrtrv- 8-*;U;K^-!J- 

25 < K 

(R) -5-7^>'-N- (IH-ir^l/P [3, 4-b] .l^';i?>-4-W 
-6, 7, 8, 9-5^ h^h h*P'>i>\;2/i'P'N7*7^>-2-*;i/7tf:^-b-^ 
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(R) -4-7'^y'-8-^^;i/-N- (4-tfi;s;;V) ^:4-i7pv>-7-* 

(R) y-8-^5^;u-N- (4-t:i;.2;;u)^:^i7PT>-7-* 

5 1, 

(R) -4-5'^y'-8-^^;i/-N- (IH-t^v^D [3, 4-b3 KU^ 
>-4 — r;U) ^rt^'D-^^-T-^^U!!?^-!?-^ K 1, 1 - i;:i-^r-y-'f F 
(R) -4-7'^y-6-^^;U-N- (4-1^ us;;!/) ^;^-^PVi/-7-* 

10 (R) -4-:7'^ 6 -pC5^;u-N- (4-iiU ^^i-i? d y'>- 7 
;i/?J?#-b-^ K 1, l-if:t^^>f\f 
(R) -4-7'^y-6-;jt^;U-N- (1H-Ii^\/D [3. 4-b] VfUi? 
>-4--f';i/) ^:i-i^D^>-7-*;UJt?:3F-9-$ K 

(ri) -4-7'^ y- 6-7«5^;W-N- (1H-I^^Vd [3, 4-b] trUi^ 

15 >-4-'f 5^;ri^D x'>-7-*;u:j^^i?-^ K i, i -i^^i-d^-b-'f k 

(R) -4-7^^ y-6-pi^;i'-N- (IH-.KPD C2, 3-b] 
-4->f 5^;i-i'PV>-7 1« 1, 1 -i?3j-ji|r-9--r K 
(R) -4-7'^>'-8-^PP-N- ( 4 - U D v>- 7 

20 (R) -4-75 e-i'PP-N- (4-tU5;;i/) ^2t^PV>-7-* 
;U;}f=^-9-5 K 1, l-i^:t^V--(V 

(R) -4-75 6 -^pp-N- (IH-li^v^P [3. 4-b] t U 
>-4--f;u) ^:;i-^Pv>-7-*;U7t?:^-y-5 K 

(R) -4-7'5>'-6-^PP-N- (1H-Ii^\/D [3, 4-b] U 5^ 
25 >-4->f;i/) ^;i-^PV>-7-3b;U;J<:3|r-b-5 K 1, 1 -i^vt^-^-f \f 

(R) -4-75>'-6-4'PP-N- (IH-epp [2, 3-b] lf>;i^> 

-4-^;i/) ^3i-^p x'>-7 -*;\/7li^-y-5 H l," l -i^^i-^e-t^-'i' h* 
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(R) -4-7-$ y-e h=*-2/-N- (4-trU i?;u) .^;^^^?PV>-7 - 
*;^;if:^■^?•^ K 

(R) -4-7'5y-6-j>« h^S^-N- (4-K«Ji?;i/) ^:ti/lP-^>-7 - 

*;U5j<dF-9-^ K 1, 1 -i^:r^-y-'f K 

5 (s) -4-7'^y-N- (4-t';s?;i/) ^sr^p^>-7 -*;vnf=^-9-^ H 

1 , 1 -V^^^^ K 

(S) -4-T$y-N- (4-l^Ui^;i/) ^:a-d7DV>-7-*Jl/7tf:^F-.-y-^ K 
(S) -4-T^y-N- (4-l^US?;i/) i^PV>- 7 -*;i.;l?:J|r-b-^ K 
(S) -5-:5»^>'-N- (4-tUi^;i/) -5, 6. 7, 8-7^^3tHD:^ 

(S) -5-7'^>'-3-p<^;i/-N- (4-tUi?;i/) -5, 6, 7, 8-7^ 

(S) - (4-l^US^;^) -2. KD'OVT [b] ^ 

3I-7 6 it ^ K 1. 1 -2;3^^•9•'f H 
15 (S) -3-7'^y-5-^^;i/-N- (4-l^Ui';u) -2s 3-i^th'D'^ 
>\; [b] 6-5b;u4f^-b-^ K 1. 1 -i^;j-dF-y--< h* 

(S) (4-t:U -2s 3 - i? t K D'O^y [ b ] 5^ 

:t 7 i > - 6 - *;I/:l^^•t^ ^ K 

(S) -S-T'^y-S-^^^U-N- (4-l^'jy;i/) -2s S-i^tKD'^ 
20 >y [b] ^3|-7 3i>-G-?b;i/^^-U-5 K 

(s) -3-T^y-N- (4-t:i; -2^ s-s^th'D'^^v/ [b] y 
(s) - i- 7^y-N- ( 4 - fc! u -f vy^- 5 -*;v/Jt?=^r^^ K 

(S) -S-T'^^-N- (4-t'Ji?;U) -2. 3, 4, 5-7^h^tFD- 
25 1 -'Ov^^^lf^- 8 -*;i/5j^:^-b-^ K 1, 1 K 

(S) - S-T'^y-N- (4-lf';^:;jb) - 2, 3, 4, S-xh^tKn- 
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(S) -S-7'^>'-N- (4-l^»Ji?;P) -2, 3. 4, 5-5^h^tHD- 

(S) -S-T'^y-N- (4-l^';i^;i/) -6, 7. 8. 9-7^h^tKD-< 

5 (S) -4-T^y-N- (IH-tDD [2, 3-b] t: U 4 ->f 

(S) -4-7'^y-N- (IH-trPD [2, 3-b] tiU2^>-4-^;i/) 

(S) -4-T^y-N- (IH-trPD [2, 3-b] U i^>-4-^;i/) 
10 ^ DV>- 7 -±r;i//Jf^rt>-^ K 

(S) -5-7'^>'-N- (IH-tDD [2, 3-b] If 4 
-5, 6, 7, 8 h ^ t Ka:^7^' 2 -*;i/5jf:J»r-t>-^ H 
(S) -5-T^>'-3 -p<^;i/-N- (IH-tDD [2. 3-b] lfUS^> 
-4->f;i/) -5, 6, 7, 8-7^ h7t KD!^7^^>-2-*;^.-K^•t^S K 
15 (S) -3-T^y-N- (IH-tTDP [2, 3-b] ti U S^>- 4 ->f 

-2. 3-s;fc KD-<>^y [b] ^:r73:>-.6-;t7;U;}?:^-!^^ h- 1. ir-j; 

(S) -3-r^y-5-p(^;U-N- (IH-tPP [2, 3-b] lfU2;> 
-4--Y;1/) -2s 3-S^b ltu^>^J [b] ^;^-7ai>-6-3b;U3K:^1?-^ K 
20 1,1 -Vyi-:3f'-i)->f K 

(S) -3-r^y.-N- (iH-tfPD [2. 3-b] fc:uf^>-4-'i'ji/j 

(S) -3-r^>'-5-y^;i/-N- (IH-lfPP [2, 3-b] tJ>Ji?> 
-4-W;i/)-2. 3-i^tKP'>c>\/[b] 6 -*;U5ff^1?-^ H 

25 (S) -3-r5>'-N- (IH-tTPP [2, 3 - b] If' J 5; >- 4 — < J.U) 
-2> 3-s;t KP-^>v^ [b] 7 7>- 6-:^j;i.;}fd^-»J-^ K 
(S) -l-7'^>'-N- (IH-fcfPP [2, 3-b] If y S^>-4-'f;i/) 
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(S) -S-T^y-N- (IH-liDni [2, 3-b] If U 4 --f ;U) 
-2, 3, 4, 5 -5" fc. Kp- 1 -'OV^Jil^^- 8 -*;i/^:3p-tj-^ K 
1. 1 -S?:r=^i?--f H 
5 (S) -5-7'^y'-N- (IH-l^PD [2, 3-b] t: »J i^>- 4 --f ;u) 
-2, 3, 4, 5-7^ h^h h'D-l-'>^>V^jit^>-8-*Jl/3K^1f^ H 
(S) (IH-trnp [2, 3-b] l^y 5;>-4-'f Jl/) 

-2, 3, 4, 5 -t' t h*P- 1 -^>V;t^-fetr>-8 -*;b7jf:if-ij-5 H 
(S) -S-T'^y-N- (IH-liPP [2, 3-15] t:»;i?>-4--f;i/) 
10 -6, 7, 8, 9--^ h^^h l'i:i^y^Ji/^a-\ry'y- 2~tiJl^^VK Y 
(S) -4-7$y-N- (lH-t:^V^P [3, 4-b] l^'Ji^>-4->f 
;u) ^^^P^>- 7 -jt7;nii^-9-^ K 1, 1 -i;;t^r-t?--Y K 
(S) -4-7^>'-N- ClH-l^^^/P [3, 4-b] t'Ji^>-4--< 
Jb) 5^:t ^ P V > - 7 - >S7;i':j^:¥-l?- ^ F 
15 (S) -4-T^y-N- (IH-kr^^/P [3, 4-b] tUi^>-4-'f 
e7P-r>- 7 -*;U:}^^r-y;^ 
(S) -S-T'^y-N- (1H-I^^Vp [3, 4-b] t:Ui?>-4->f ■ 
-'I') -5, 6. 7, 8-7^ h7t KP:^7^S'U>-2-*;U4?^1i-* K 
(S) ^ 5 -r^y-3 -^^;i/-N- (IH-K^yp [3, 4-b] tUS^ 
20 >-4--f;u) -5, 6, 7, 8-7^>^b ^«P:^7^^i^- 2-*;i/jKdp-y-^ 

(s) -s-T'^y-N- (iH-b-^v^P [3, 4-b] tr 'J 4 
Jl')-2. 3 -i;t HP'^o^y [b] ^3r7i>- 6-*;i/:1?:if1t^ K 1, 1 

25 (S) -3-7-^^-5 -^5^;U-N- (IH-lf^yp [3, 4-b] U 
>-4--<;U) -2x 3-i?bFP^>\/ [b] 6 -*;i/;J?:^1t^ 

h* 1.1 -S^:4-^r-y-< H 

23 
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(S) (lH-t7\/D [3, 4-b] tfU$;>-4-^ 

-2x 3 -S^t KD'^vy [b] ^:a-7x>-6-3b;i/:^f#-l?-* H 
(S) - 3-T ^ y - 5-A^J\/-N- (IH-l^^^/D [3. 4-b] t U 
>-4--f;i/) -2x 3 -S^H KP'^^V^ [b] 6 -*;i/3tf=|r-«f « 

5 K 

(S) -S-T'^y-N- (1H-1^7\/D [3, 4-b] lfiJS;>-4-W 
-2s 3 -2^t l«D^>y [b] 6 K 

(S) -i-:F^y-N- (iH-tr^^/D [3, 4-b] t:i;i;>-4-'f 
10 (s) -s-T'^y-N- ( iH-tr^^D [3, 4-b] tf us;>-4-w 

fU) -2, 3, 4, 5 -5=^>^b Kd- 1 -'>^>V^^a:l^>-8-*;i/;t?+if 5 
K 1, l-S^;^-:^1?->r h* 

(S) -5-:F^y-N- (1H-1^7\/D [3, 4-b] irU5?>-4->f 
-2, 3, 4, 5-7^ h^t Hp- l-'Oy^ailfV-a-Ajl/^K^if * 

15 h* 

(S) -S-T-^y-N- (lH-t^^\/D [3, 4-b] lfUj;>-4-W 
^U) -2. 3, 4, 5 -7^ h^b Ka-l-'^>^/:^-:^F-fet;>-8-*;i/jJ^^-tf 
5 K 

(S) -5-7"^ y -N- (IH-K^^P [3. 4-b] irUs;>-4->f 
20 ;i/)-6, 7, 8, 9-5^ h^b HP'<>^>ri/^p^r7^>-2-*;i/^+-9-^ 
K 

(S) -4-7'^>'-8-pt^;U-N- (4-bU.i;;i/) ^;ri^P^>-7-A 

(S) -4-7'^y-8-pt^;u-N- (4-by5;;i/) ^;i-i'pv>- 7 -* 

.25 K 1, 1 -i>:i-^1^>r H 

(S) -4-7'^>'-8-pl^;i/-N- (IH-tr^^yp [3, 4-b] b U 
>- 4 --<;!/) ^:^-^'PV>-7 -*;u;}?^1t^ F 1, 1 -^P^ir^D-^ 

24 
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(S) -4-Tk ^ - 6-y^^)i^-N- ( 4 -h! *) t^J]/) n-r>- 7 -ij 

(S) -4-7^y'-6-p<^;i/-N- {4-\^Vi^JU) ^2}-i70V>-7-* 

5 (S) -4-7'^y-6-pC^;i/-N- (lH-ti^7P [3, 4-b] t: «J 

(S) ~4-T^^-6-^^J\/-N- (IH-l^^yD [3, 4-b] t U 
>-4--r;i/) ^:i-4'D-x'>-7-ii;i/;}f^r1J-^ K 1, 1 -y:^:J|r-9->r H 
(S) -4-5'^>'-6-;>l^;U-N- (IH-tTDD [2, 3-b] l^Ui?> 
10 -4--r;P) ?-:^^'DV>-7-*;u^:¥-b-^ K 1, 1 -S^;t=^-b-'l' h* 

(S) -4-r^y'-6-^PP-N- (4-tU2;;i/) 5^3|-^PV>-7-* 

(S) -4-7'^>'-6-^PP-N- ( 4 - «; ^;4-i'PV>-7-* 

15 (S) -4-7'^y'-6-^PP-N- (IH-t^vTD [3. 4-b] tTJJi^ 
>-4_^;i,) 5^:^^ D x'V- 7 -:j!7;U;}f=^-9-^ H 

(S) - 4-7^>'-6-i'PP-N- (lH-fc:^\/P [3. 4-b] l^Ui? 
>-4--f;i') ^:^-i'PV>-7-;;lb;i/;}?^rtJ-^ HI, 1 -^al-^f-y-'f H 
(S) -4^r^>'- e-d'PD-N- (IH-liPP [2, 3-b] lfUi^> 

20 -4--^;u) ^^^?pv>-7-*;U5K:SE^"t?-5 jt i-.:;^^^^^ 

(S) - 4-T^>'-6-p«h#i/-N- (4-1^ U ^:3r^DV>-7- 

(S) -4-7^^-6-^ mri^-N- ( 4 - U ^:3j-i'PV>- 7 - 

25 #?*U<tt (S) -iB{i©<b^^A»^lf f,iXx «t t?»* L < ttMf^WfcfejlTO 

(S) -4-7'^y-N- (4-t:Uiy;i') 5^:4-^'PV>-7-*;i/^^1?-^ H 

25 
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(S) -N- (4-t:i;i;;U) ^;t^p-r>-7 -*JV:1f^r1?-^ h' 

1, K 

(S) -4-7^$ 6-^5^;U-N- (4-t U-:^;!/) n-?'>- 7 

5 (S) -4-7'^y'-6-^^^;V-N- ( 4 - 'J ^^ahi? D v > - 7 - * 

(S) -4-7^^-6-^PD-N- (4-fc:yi?;u) ^:i-i7n^>-7 --ti 
(S) -4-7'^y-6-^PD-N- (4 -tru i?;!/) 5";i-^DV>-7 

10 ;u4f:^-b-^i« 1, 1 K 

(S) -4-rky'-8-7«^;i/-N- (4-K»J2^;i/) ^::i-i^OV>-7-3f7 

(S) -4-7'^y-8-pt^;i/-N- ( 4 - 5^:^-r5'DV>-7-*. 
;U5jt^-b-^ K 1, l-i>:t^V->( 
15 (S) -4-7'^y-N- (IH-tr^yp C3, 4-b] l^'Ji?>-4-'f 
;u) ^ o ^ > - 7 - * ^ h* 
(S) - A-T^^-U- (lH-t^7\;n [3, 4-b] 

^:t^DV>-7-*;HJ?^-9-^ K 1. 1 -5?a|-^r-9--f K 
(S) -4-7'^>'-N- (IH-tDD [2, 3-b] h! U V- 4 
20 5=-:i-i^DV>- 7 h* 

(S) -4-7'^>'-N- (IH-lfDP [2. 3-b] If U >- 4 --f ;U) 
f-:*-^DV>-7-*;U;t?dpiJ-5 K 1, 1 -i?:i-:^-tl-W' K 
(S) -4-7'^>'-6-p<^;u-.N- (IH-lfPO [2, 3-b] ^^Vi?> 
-4->f;i/) ^:;!|-i'PV>-7-*;i/;i?:¥t?-^ H 1,1 K 
25 (S) -4-7'^ y - 6 -^PD-N- (IH-lfPP [2, 3-b] l^'Ji?:^ 

26 . 



wo 01/68607 PCT/JPOl/02132 



y-^jim-. ^mmm. ^:^>&t. u>=fKx ?i^>:!i,j\,n->>m. ^>-^>:?f.jh^ 

5 l/STRfqi^x 3X47K«l<^x l/32k«l%s 5/3jKmm. 5/47jciRi«g 

til. 

15 ;i&^l : 




(I) 
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-flft^S; (VII) oYh^tifc-fl9!^ (VIII) ©<ti-&^cD)ie.^SjfB(i. 
® 3 t: «t b ff -5 d i: ^ -6 « 

5 (1) ^-^^ (VII) *«Efl3^:^-;i/^CDAD-!f>'fb^PJ*m>Tlfr?*fcJ:b 

10 IsaEOjiatSft-C-fb^^s (VI I I) i:3 0^5&»ib 1 2Rp|18IS^$-&SCii:t:J: 

TffiMrscii;*)7?&*o m^xni^m (ix) 6Dr5>'x%:e«i^j5R<b^±ii 

(2) fls^% (VII) *ifi!iSfc:j«5DTa^JaJ?g«S (N. N-5?^^;U'-i^;i/A 

-;k r^s^y — ;u36:if) 't'x iis.^»ij (i, 3-i^^^';7u^^>jvi3)]^7r^i?-c< h\ 
20 i-3i5^;i/-3- (3-s?pt^;i/7'5^y rni^ji/) 5b;i/^i;-f ^ *;i/5t<^;i/ 
s^'fs.^^/— ;k u >i?i'j^5^;K 2-^pp- i-^5=-;i/ii us^-'i^A 
3-2;h-«:if) (D^trf-r^^^m (VIII) iHSg^^-B-5*», fcSVNtia^^ 
(N, N-e;jt^;w3^;i/A7^ i^;*^;i/:^;i/s^:3f-'> H<i:if) 't/7J 

25 if) ®?^4ETT-'fb^«!i (VIII) ii«iS-^^-&s::fc{cJ:D<h-f^% (IX) 

3 o^**?) 2 4B#iig-ea5S, «c*5x «i^«^J*Mv^4S^st:43V^Tlix ifi5.stftji^ 

28 



I 



wo 01/68607 PCT/JP01/0Z132 



ih^m (IX) (OT ^ y &^mm^mibm±'Mmm\>^^ttx\,^^^n^ i^m-j^ 

(3) ib-^m (VII) (^od^^^5";K ^^DDj^^a:^ 

D7^>. h;uji>. - hn-?>-g:x^SiNj±^:tLC,©ii-&7M:feir) *^fc{± 

ii»?.^ii©3S«EMST?l~2 4B#Hs 'fb^ife(VIII) iiSB^^-frS t let 
b-fb^^ (IX) ^-^^-rSifcAS-C^So )^l^T'^b^^ (IX) CD^^y^:^ 
W*a-&fift<b^±ii;^ffiV'»&tlTl>S^<«t^ (*m-/^^5^»^A«|Jg|, 4mol/L 
15 Jg^-i?:?|-=^-9->x h U 7;U;d-nS^i^. '>ie;<b7ic^^-i^^^) THffc^MTS 
d t: J: »5 — fift^ (I) 6D-fb^!^4-^fi£-|-SCi:AST-§So ili^6)©S^Bfi3l:t 
2 4^P^i:ilf*l(c«IT-rSo 
^ft-fSL^ iYIII) (DYifi^ i IV) s (V) *fet± (VI) 




(IV) (V) (VI) 



20 lfnDifiJi?> (I V) V lf^\/Pl^Ui?> (V) . FatTDD 

>i^JU:ir^iyiiJU:r^=.Jl^, h'J5^;U3&ir) T-fii^bfeSt. ±fBcDS*&*tf J&:V>, 
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$.1ts -jfeSC (IX) (Dj&tpYifi^ (IV) Sfcli (V) cDfb-&4ft«±x WTo:& 
5 ?*5t:gBttCD5&att:j;!5, -JK^ (VIII) (DT^>it'^mt^ WO 9 3/0 
5 2 1 (cSBtto^a^t: J: t) ^fi£-r % ;i i: As-tf § S o 
:*^2 : 




( I ) 



(S;«©fB^^t±B9iBi:ra«n?«>So ) 
10 -<e^ (X) (D^^hih-^m (VIII) *:J&^lfc:i3l^Tia!'<*i7'^ 

#S, iBSVAT'fb-&i8!J (XI) li—HSL^ (XII) cD'fb-&^sa?t6«]7'.^ ^-fbSJiB 
tcT-Jft^ (I) (0^'^m^m<^>Lifi-^^^o mX\±<t^'^ (XI) i:^^* 
(XI I) *SJ*iOJi^f*Ri*U5&:V^^§ji« (pI^^>'-;K 

aft (if^L <J±0'C3!pe^ia) T 1 O^ipf, 2 4^ffilSji&^-a--5o SJiSjatti^ 

30 
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^m^X. MJST 1 O^ipS, 3 BraSJiS^-e:Sc:J:lc:it)-JilS]Si (I) 0^b-& 
5&?S3 (I) t*5V%TR**»iC (I I) 



N— R« 




(II) 




■To ^feflb(OfB-^{±HulBi:Inl^T-$>So ) 
15 -JiE^ (XIII) (Dih^m i-fSi^ (I) ti5lN-?:R*A*7j<^T-^S<b^ 

^ (I) ©se<j'fb-&^A*-&^-c^s- m^it. s.mi±mmt3:mm:f¥ ok. 

20 0 0"C) -C-3 Ot^ipe. 4 8B#F^S/i&^-a-SCii:lcJ:t)^T*cacii:tf-C-$*o ^fc 

31 
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4 : — Jja^ ( I ) tijVAT ¥6^3* ( V I ) 




(VI) 




(^4'> YttS; (VI) *53^Lx fifccDiB^iiB5^ii^«-efcS« ) 
-Hftsc (XV) ©<b^#j [-i&a: (i) (DYifi^ (v) (o^-^m ^m^^m 

if) ^ mm o^^i^'t^iK-skm. wob^^. ^^-ri.>^;i.«cjf) ©##Ts ^ 
SA*f> 1 0 o'c-vikmmm (i~5 oMm) ^ff^aciitu^t), ga^icD-jKa; 

:&?£5 :-|g^i (IX) fc:i5.^,^rYA^5^; (IV) *fcj± (V) 



32 
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(iV) (V) 




(IX) 



(it(t'> Yit^ (IV) (V) ^mL. U{±-CH = *fe^±-N = 5fe^L^ 

5 ^©iB^{iBut3i:|sIg6l5feSo ) 

<b-&ti (VII) li-^&oib-^m (VIII) 4;&^Sik::fev>ti£-^fc7^ 
K^^as^ffi^^TS^&^-a-S d iit J: U-te5^'(XV I ) (D^t-^m^-^mir^^ 
tifix^^o )l^v^T<b-&^ (XVI) ^^m^ (pi^>^-;w -f v 

33 
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0 

(VB) 



ji^jfe^iSE (S^^j^^;u> 7^h^tKD37^>, N. N-i?^^;i/ijx;i/A7'^ 
10 h\ i^^pnp^4^>, ^pnj^;bA^ L < l±z:nf>^^3fc 

<oB:M(Dm^mmji}:) -hsla (xvi d ©^b^t^o^^yscD.fi^ai 

U-^A, ^KAU'^A. ^»:J-hUe7A^ :^ h »J A>< h V-i^Aoc 

2 4KffflRi&^-frS3fc{CJ:!3. (XVI I I) (Oit-^^^-^^T ^ t 

34 



wo 01/68607 
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tf-e$So ^^izit^m (XVI II) «>ii^^ej§j« (7^ h^t KP77>H 

-JtBiC; (XVI I) cD'(b-&titt:&?£ 9 - 1 iciam®;5^tcJ;D^m-r 

10 :i5^7 :— flSSS (VII) tC^JV^TX*^SO,-l?$)S'^b^tUA^ JUT©:?&i*taL 




(VI) 



-lifiiS; (XIX) cD^b^ti C-JJSSi (XVI I I) ®Xiss<o{b^^] 

i'np;<^>s ;^70P4^;^A^ 7^;Us T-fe b >^ tK*) L < ticiti^ 

35 
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mHj^^A. \^V^:^-^/xi7UU^nyi^ h [PCC]^ 2KHS05-KH 

^?>t:. -fb-^^ (XX) <fe:&tS6-C"Jfi-^fe. *J^^^^i^Jvm(D^m3&^m9iim. 
•r J; !3 Bfl«jOfls^«j { V I I ) < c his-c ^So 

(VII) K:43V^TX**STfeS^b^«5*^ ifig^±iB<05a«iiS^^ 

II) (XAJS0,T'$)5<b^tJ) t:^< ClilifeT^So 

:)&^8 :-m^ (VII) cD-fb-^titt. JilTo;5ast:j:b^fifc-rac:i:Ai-c*^s, 




(VII) 

(5S;4i. =&sB-^{±BtfiBi:lRll8-e*S, ) 

— (XX I ) (Dit-^^Oiy U— ^SJt6*Mv^§c:i:tc:J; 
— Ift^ (XXI I) ffiYb^«H::^< c:i:ASTf#5o «^«fb^^ (XXI) 

-SdhHJ; t)fb-&4a (XX 1 1) *-&^rsc:fcA*-etSo 

36 
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m^'^xih-^m (XXI I) «:^ND5^;uASJSK:T<b-&% (VI I) -^^mrs 
iitifixt^o 0d^«fl3^ti (XXI I) ^m^tjimm ij^i^^-jK ^i^^^- 

ci J: C J: D ( V I I ) d AJf ^ So 

:35^9 (XVII) ^c:43V^TR'A*7k^T-*s^b-^tI^i\ L:JiTo:«r^tc 



10 




-m^ (XXI 1 1) ©-(b-^i^^^i^^^i^ (5^ t kp7^>. iJic^^i/ 
i:fc:«tt)-Aa^ (XXIV) (D^^m^-B^ir ^ ^ tifix"^ % o z(Dm. mmm 

m^nziJJV^-JlOQ^^^TV^ l:i^^>- (R) 4>U<JA (S) -5, 

7jC^- (R) *»U<Ji (S) -tTy^ (5;7a:-;U7:t>^>'-f >') -1,. I'-K 

37 
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*^V^S i:>fc^?S<4*<b^ (XXIV) ^m^Z. 

ih-^m (XXIV) ^m^iimm (y^h^^D^oy^^s i^a;^;L;x- 

5 mffiffi^nSTS; K-fbSJtti (i?7xr:;i/7:j-;^7:«-';;i/TS; H- 1 , S-S^TIf 
t:->^^D [5, 4, 0] -7-'>>7^-fe>. t^7in;U7:<-:^7:i-U;U7'i? ff- 

gg-? 2i^BgSjf&$-a-sc:iifcJ; t)-teit (XXV) ©'(b^ti*-&fijt-r«.c:i:i)S 
10 -e^So 

f#f>nfc<b^ife (XXV) *5i^3&:fg« (5^ hvk 1<D7^>. 

lll-.'l^y-i^AjiilllJa^cir) *^l^T^!k?^T*f»?>?Sj!SEcDaa«Eiaaf-C. I^IS~2 4 
15 I^BaS/ifc^-a:3;riitJ:t)Bfl«]CD'fb-^^ (XVI I) (R*6S7lc3fl©^b-&igD) % 

«c43. -fb^^D (XXI I I) fcfcTe t rahedr on Lett. 5499 
-5502Ji (1992^) X Ger. Often. DE 19532312 
A16 WO 9 7 0 9 3 2 7 AiiS^UJ. Org. Ch.em. 12 16- 
20 1218H(1994^) K:fB^©:&^{Cip ^;T^#S d i:*sf ^ 2>o 

?^iiil 0 .: — (XVI I ) iZii\i^XR^1fiTJ\^=!^j\^s 7'^)Vi^)Viitb^ih^ 




(XXVI) (XVI) 
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— «9!S; (XXVI) (Dit^im C-fflSrS; (XV i i) (DR' ifi^kMco^-^m li 
-m^ (XXVI I) ©'^b-&t^*^ >5S2 t:*iv^TiB-<feiS7c6<JT^y'^bS^&^ ■ ' 
5 b gfl<j©jb^!^ (XVI I) :£^^t--5c:i:ASTitSo 

1 (XVII) ©fb-^^tt. J':iTo:J5^fc:J; tj^^-rsciijbS'C 




10 -m^ (XXI I I) (Dih-^^^iliix^m (XII) *:&S2{C:fe^^■CiB-^fcjl 

7cfl«j7'^y'fbs/iSi3fd"r3 ttj: bfb-^igs (XVI i) *^fie-r5c^*^T-#3o 

Sfcx -IK^ (XVI I) ^::i5V^TR^7b^7Jc^c0^b^tJ{±. -fb^.^ (XII) cD 

a©>t^rS(4«cll3|BJfb-&iBo $ ffl a CI i: J; o T SSijg t- S ;i i: 5&J7^ 
20 ^c,t:x -lasc (I) o<b^«Itt1^^fefc:^^few^. EIIS±g^F^**tSJgS?l^^t- 5 

39 



wo 01/68607 
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*««^afe##ffl. #MB6ihf^ffl> w,mwm^wm. iamm^^unm. tMn^ 
IS mf^m^mi'^m-. n^^mmm^i^m. mmmBkmi^m. mm<Dm<bm^itkm 

20 ^^mnnmm. trcAiDsisis ^nt^x-c^^mm(Dmmm±m. ^w^mi^mn. 
w^iisLmmm. mm&^mn. istp^mmmm. nmmmm^m. mmin^mm. 
m9^<Dmitmm,m^±M. ^mmmcoiSLmibnmm. i^m^±mmm^2itFAM 

^S[fl5^#l«>^5^:^»J;!/> K^SF) R h o J;t;fR h o fclil-^SSF^ 

40 
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Jf$^J^ f^^^j. ^rniRj. mmu mmu #«^^Jx ^n^SB&^j^rfi^) h 
p-^^Bis s/D.yrffl. mnu mmm. ^mm {mm. mmnm . ^m. 

mim.MiLir^^^\±. mm. ty^m. -^)vu-7.ii^, d- 

10 7'=^;^h^>s 7^>7'>|Sn T)\/^^—Y 

=^^>«. .4rM^->^. ^^i^:ym. h5>ifA|S> T^t^rfA^. -K^ 

41 
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■ nmm. uwm. *iimm. ^)y-hm. vnmmm (pHiiMm*^6~8. 

a«liPlS#CD«-^, fiftA-S^fet) 1-5 0 omgsaeT^t).. cm*— 
0 * ttSkEsJ fc: ^ItT ift-^ f * ® 3bs» * L I ^ o 



OH 




0 



20 cc^'y'— ;i/ (4 0 0ml) h^t 1<P77> (THF) (100m) <0S 
gE»J05&S(Ge r. Of f en. DE 19532312 A16 
WO 9 7 0 9 3 2 7 A 1){C J; ^)^figUfc^ 4 -;^-=^i/^:sr;J' P ^ >- 7 - 
*;i/:1?>K^^;ua^>^7^;i/ (2 0. Og)*ig«lbfc^, 0'C-C7i(.mihn-^^^i- 
hU<>A (3. 4 Ig) %i)a^^&-Cli^iaiff#L;&:. SJi&l£^j${C7K (6.0 0m 
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1) sjp^x wKa^5^;i/icTiftaiLv mws^mm:0^m7^-Gm^m. mii^mm-^ 
ir^i/^ixizxm,miyito mt^^mmTTsmmiy. n^ntcmm^i^vitj^jvij 

VV- 7-:^;b7}?>^^^;i/a:^7^;i/l 9 . 6 g ^M^Jjggi: bX^feo • 
5 mi^ 7 9 - 8 1 -C 

^H-NMR (4 0 0MHz, DMSO-de) 

6=1. 9 5-2. 10 (m, 2H) , 2. 9 0-3. 0 5 (m, 1 H) , 3. 
10-3. 20 (m, IH) , 3. 82 (s, 3H) , 4. 63 (q, J = 4H 
z, IH), 5. 57 (d, J = 4Hz. IB), 7. 50 (d, J = 8Hz, 
10 IH) , 7. 59 (s, IH), 7. 60 (d, J = 8Hz, lH) 

ii3|g^■&J^0!l 2 : 4-7i; H^:i-i' DV>-7-ii;i/^>iJp<^;i/:iiX7^;i/ 




0 



4-t KP^i/^:t^p-x'>- 7 -:!!3;p:J?>^^^;i/j^p^7^;i' (1 9. Og) 
i:i^7 3i^;i/5ix;:^^^i; H (2 8. 0 g) cdTHF (5 0 0ml) O'Ct? 
15 1, S-J^T'lftrS/i'P [5. 4. OD ■>>7=-b> ( 1 5 . 5g)*A0^kST? 
3B^^#bfeo IS-S^mmiZT^ (5 0 0ml) ^m?L. S^^^t^il'fcTJlUmL. 
^^Ji* l^^iyi^x Tic, fiaiP:^lM7k-ei5fe{#^. M7jcB(E^v^^i/H7Alc-c$£^« 

-f-tCTMSarsciitcj; t) sa?)©4-7''>' K^.:^^PV>- 7-*;P3l5>^^ 
20 >;i'Jc;^7^;i/CDffi^^<^l 7. 0 gSMfe«bttt»Mkb-C^§fco 
'H-NMR (4 00MHz, DMSO-da) 

<y=l. 95-2. 10 (m, IH), 2. 25-2. 35 (m, IH), 3. 
00-3. 10 (m, IH), 3. 10-3. 25 (m, IH), 3. 8 3 (s, 
3H), 5. 04 (t, J = 4Hz, IH), 7. 49 (d, J = 8Hz, l 
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H), 7. 66 (d, J = 8Hz, IH), 7. 68 (s, IH) 




0 



(2 0 0ml) ^?«t:jfifb^-;^x=*»4ftr (4 6. 3 s) ^m^. M 

mr-c 5 mmmm^tzo i^jiti^mm^m^^mTSf^mi- h u "^ atk^?* ( 5 o o m 

'H-NMR (4bOMHz, DMSO-de) 

d=l. 9 0-2. 0 5 (m, 2H) , 2. 9 0-3. 0 0 (m, 1 H) . 3. 
15-3. 30 (m, IH), 3. 81 (s, 3H), 3. 90 (t, J = 4H 
z, IH) ,^7. 5 0-7.. 6 5 (m, 3H) 

^U-^^mA: : 4- (^>i^;i/;?t-^i/A;i/:i<— Jl/T^ >') f^-sj-^' n v >- 7 -* 
;i/ jt? > K ^ ^ ;u. ;^ 5" ;u . 



NHZa 




y 7 -ti)\/'!f^>Wt^^JV:^:^y^)\^ (8. OOg) 

Six5^;i/ ( 2 0 0 m 1.) ^g^&lcfigSl^K7kfl5:^ h U "i? ATki^k (2 0 0ml) * 
Mit^> ^W^^yi^}V>t^'>i3)]/^-)\/i^o'7-( K (6. 7 5g) *ua^x 
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il!^ 128-130 "C 

:t D V > - 7 - * ^;bJc:>^ 



NHZa 




(s. 5 o g) ©ia-fbjjt^i'V (2 o Omi) ?§fa[t^TaT-7 o%y 
^'^DDia^msi? (12. 9g) *jDx.. ^ia-c mF^it#bfco s/s^^t 

fiS^O^^Tlc^:^ h ij tjl^i^mm (10 0ml) i:fia«I5":teiiK:^ h U "^i^^zK^?^ 
(10 0ml) *inA> ^Dn*;i/At:Tffiraibfeo ft e>nfc^«8jiS*i:fia*P 

^# tifc^^S* 'J * * ^ A 4^ D v h -5 7 -f - 1 T JitM-r S i; t J; b B 
fl<3®4- (^>i?;i/:4-:^S/*;i/^-;i/5'$ y ) - 1 , \ 
-7-*;b1?v^^^;uai;^7^;i/7. 2 3 g^MfiJi^^i: LTlifco 
Mj^ 139-140 'C 
20 mn-^^m^ • 4- ('>c>i;;l.:t*i/*;i/^j^;i/7^y) -l, 1-^^;^;*$/^ 
^d-i? D V > - 7 - 3b;i/jJf >^ 
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NHZa 




4- ('^>2^;Uah=^e/*Jl/jH-;i/7'^ y) -1. 1 -i?2|-:i|^S^^:^-^^v>- 



(50ml) cD?E^««[tcjK»*';«^A (10. ogr) *jo^. a«!ETi?.2«fra 

5lL7to ci©i^S*i^'fb^5P-l/> (2 0 0ml) (50ml) <OJB 

J:!3s afi9®4- ('^>i?Jl/;i-^r*>*;i/it?-;U7'^ >') -1, l --V:t^t/'f->t 

10 'H-NMR (4 0 OMH z, DMS O-ds) 

6= 2. 4 0- 2. 5 0 (m, 2H) , 3. 6 5- 3. 7 5 (m. IH) , 3. 
75-3. 85 (m. IH), 5. 12 (br. s, 3H). 7. 30-7. 4 
0 (m, 6H) , 7. 56 (d, J = 8Hz, IH) , 8. 14 (d, J = 8H 
z, IH). 8. 24 (s. IH), 13. 55 (br. s. IH) 

15 mm-^^m^.: a - (.-<lyV)\^>ir^iyii)\^i^^-}\^y^J) -1, 
N- (4-tUS^;i/)^:2|-^PV>-7-*;i/^^-U-^ K 



4- ('<>y;u:r=^i/*;u^-;i/T^ y ) -i, i -s^:4-^5>f■3^-e'Dv>- 
7-*;l/^J<>^ (4. 0 0 g) ^^DD3}x;UA ( 1 5 Oml) tiSSSJb^ 
20 ( 3 . 4 3 g) . N, N - A T 5 K (3 . 0ml) ^iO^fco 



7-*;i/if>Kp<^;u:3L;;<5F;i/ (4. 0 0 g) ( 2 0 0ml) i:* 
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KT-?f®^Lfco !t?)ixfcfg||%T-b hin h (2 5inl) tc^§#PUx O'Ck: 
X4-7'^y\iVi^> (9 0 3ing) h h cr^^jUT > (1. 9 4 g) CDT'-fe 

h-h';;u (5 0ml) ^fStrSTLfco ig^tj^^MfciM 2mmm.n^m 

S/fc^^Stz^K (5 0 0ml) ^mX. S^^a:^;i/t-t^ftmUfeo f§e>tL 

Si-rsciiifci t) B6<}CD4- ('^>s;;i/:i-^i'*;u:jf-;i/y'9 -1, 1-5; 
2h#'>-N- (4-h:US^;u) □ v>- 7 -*;i/7ff^-9-^ h-2. 0 2 g«: 

mj^ 217-220 'C (tfl-S?) 

JP*4-&J5Si^8 : 4- (-<>i?;i/3l-:^2/*;i/;Jfz;;bT^ y) ^2|-^d^>-7-* 



NHZa 




0 



4- ('^>5^;i/^#^'3J7;i/5tfr:;u7'^ y) D v>- 7 ^ 

(3. 2 0 g) ©^^>'— ;i/ (5 0ml) i:5^h^t:N'n:7^> (1 
00ml) fcTk (50ml) <Z)«B^^?ttt: 1 h t)^A:iki^m (2 0 

ml) 5&iiDx.. ^m-v^nmmnhtzo i^mmmti^pKuzfj^^t'C'^mm^ta 

iitcib^ ifitj®4- ('<>i;;i/:4-:3p-i/*;i;7lf^;W7'^ ) 7 - 

*;i/Jtf>K2. 7 4gft^R{fi)SgSi:bT^#fc- 
ill;;^ 202-205"C 
»H-NMR (4 0 0MHz, DMSO-ds) 

<5 = 2. 05-2. 15 (m, 2H) , 3. 00-3. 10 (m, 2H) , 4. 
79 (q, J = 4Hz, IH), 5. 08 (s, 2H), 7. 30-7. 40 
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(m, 6H) , 7. 58 (d, J = 9Hz, IH) , 7. 59 (s» 1 H) , 7. 
91 (d, J = 9Hz, IH), 13. 00 (br. s, IH) 
: 4- {^>i^)]/:i-irt/-iiJVr>-)]/T^ ^) -N- 

;i/)^2j-^Dv>-7-*;u.-}<^-y-^ H 



NHZa 




4- (^yi^Jl/y^^t/tuVyr^-jVT^^) D v >- 7 ^^JUsJ^^K (2. 

80g) *i;i7PDpt^> (120ml) fc:!H»L. ffift:i-:3!Flf U;b (2.07 
g) fcN, N-y;/5P-;U3i?;i/A5'^ K (15ml) ^ftD^fco dW^B-^^Bu^^M 

10 - h U;i/ (2 5ml) kN. N-i^;»<^;i/7h;UAT^ H (2 0ml) 

0-C{CT4-7'^y t:Ui;> (7 6 Bmg ) t hUJ^^;i/7'^> (1.55 

g) h-hvjv (5 0ml) mmtzmri^tzo zs^^^^MtsL, 3 0 

^mntn^mi:3rti^. *6tiSJ«iJ§jftt:4-7'^>' t:Ui>> (7 6 8mg) Jib 
Ua:^;i/T*> (1. 5 5g) ^iO^fe, dCDJaSBttSMT?^ e>fei 3I^H«t# 

-jv-j'S.J) -N- (4-1^ Ui;;!/) ^;r^PV>-7 Kl. 5 
7 g^SRfeteSJlLT^ffco 
H;Sl 223-225 'C (^») 
20 JgJ^-^^^flll 0 : 5-t KD^5/-5, 6, 7, 8 -7^ t K oi^- 7 ^. U > - 

2 -*;i/7i?>Si^^;i/a:>^5=-;v 
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0 



■ S!6#©:3&a«t:T?§€>n* 5 -:*-^V- 5 , 6, 7, 8 t Ka:^-7^ U 
>-2-*;i/j}?>@p«^;u3^;^7^;i/ (3. 5 Og) ^J:v*Slfb5^e/^:M- U 
A (6 5 0mg) *ffi^^m3|s^^^^l2:I^I«l©JS/&^S^'^*fJJ&^Cl^:t:J;♦3a&?] 
CD5 -b KP^i^- 5 , 6 , 7, 8 -5^ h 5 t h* D :h7 U >- 2 -*;i/5t?>S! 

'H-NMR (40 0MHz, CDCl,) 

<y=l. 69 (s. IH), 1. 70-2. 25 (m, 4H), 2. 70-3. 
0 0 (m, 2H),. 3. 9 1 (s, 3H), 4. 81 (t, J=:5Hz, IH), 
7. 53 (d, J = 7Hz, IH), 7. 79 (s, IH), 7. 58 (d, J 
= 7H z, 1 H) 

mm-^^i^ll I S-Ti^l^-S, 6, 7, 8-5F t Kd:^7^U>- 2- 

3b ;i/ Jt? >l^7< :^ 7" ;i/ 




0 



5 _ t Kp^rt^- 5 , 6, 7, 8-7" h-7t KD:h7^' U>-2-*;i'>^">^ 
^f-;i/aiy^7";i/ (3. 5 0 g) . 5^7 3:zi;i/5^::^7^^i?h* (5. 6 1g)*J;Uf 
1, S-i^T'lf ti/^D [5. 4. 0] e7>7=^-b> (3. 1 0 g) 
^«aj2 iira^CSJi&filf^^ffi&^ClfctCJit) a«}©5 -T'i^ H-5, 6. 7, 8 

•H-NMR (400MHz, CDClj) 
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<S= 1. 7 5-1. 9 0 (m, IH) . 1. 90-2. 10 (m, 3H) , 2. 
7 0-3. 0 0 (m. 2H) . 3. 9 1 (s. 3H) , 4. 5 9 (t, J = 5H 
z. IH), 7. 38 (d, J = 8HZi IH), 7. 83 (s, IH), 7. 
87(d.J = 8Hz,lH) 

M*4^fi£^l 2 : 5-T^y-5, 6, 7, 8 -5- h KD:h7^lx>- 2 - 




0 



5-7'i?|*-5, 6, 7, 8-7^ h-^b ^•^:^7^^>-2-*;^;K>K>t^ 
;Ua^;^5^JK03[fi^^#, (3. 5 0g) ©THF (10 0ml) ii^k (lOml) 

B^^^fta Rn^mm^mmT-^mmL.' im^mm (2 0 omi) ^finxt^. 

Em(D5-T^>f-5, 6, 7, 8-7^ t Kn:^7^1x!^-2-*;U7}f>K 
'H-NMR (4 0 0MHz, CDCI3) 

(5= 1. 6 0 -2. 4 0 (m, 6H) . 2. 7 0-3. 0 0 (m, 2 H) . 3. 
90 (s, 3H), 4. 02 (br. s. IH), 7. 48 (d, J = 8Hz, 
IH) , 7. 77 (s, IH) , 7. 82 (d. J = 8Hz, 1 H) 
mn-^f&0ii3 : 5- •('<>i^;i/2j-:^i/;b;i/4<^;i/7'^>') -5. 6, 7, 8- 
5^ ^ 5 t K D ± 7 47 1/ > - 2 - *;i/;Jf 



50 



wo 01/68607 



PCT/JPOl/02132 



NHZa 

0 

5~^-r^-5, 6, 7, 8 -5^ h^h h-D:h7^5' l/>- 2 
;i/jc;^5^;U (2. 5 0g) i:-^>i?;U;d-^r5/:ib;i.;}f-;i,^ O K (3. 13 

2;;i.:^-^ri'A;i/Jt?^;U7^^) -5. 6, 7. 8 -7^ h ^ t h" 0:^-7^ U 2 

8 3 - 8 4 -c 

il*4^^^?>J14 : 5- (-<>i^;i/:r:^i/:ij;U;Jf-;u7^ y ) -5, 6, 7, 8- 

NHZa 




HO, 

d 

5- (-^>i;;U7t-:^J/;«3;U;if-;U7^y) -5. 6. 7, 8-7^h^tKD:^ 
7i^U>-2-*;i/jJ?>Kp(5^;i/ai;^7^;i/ (3. 5 Og) 1 M^Tfcge-fb^ h U 
•>A*^«t (2 0ml) *ffllM^<4-&^0i8a:|^tio[)s;&^f^:£e36:3c:i:t:J: 

iii^ 2 0 3 - 2 0 5 °c 

'H-NMR (4 0 0MHz, CD C I3- D^Oggi) 

<5= 1. 7 5- 1. 9 5 (m, 3H) , 2. 0 0- 2. 2 0 (m, IH) , 2. 
70-2. 95 (m, 2H), 4. 90-5. 05 (m, 2H), 5. 24 (s, 
IH). 7. 25-7. 40 (m, 5H) , 7. 44 (d, J = 8Hz, IH), 
7. 84 (s, IH) ,7.86 (d, J = 8Hz, 1 H) 
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IS 



20 



NHZa 




5 74^U>-2-*;i.if>K (2. 50g) . ^fb5-;t-;b (2. 75g) . 4- 

-N- (4-tf-Js;;i.)-5, 6. 7, S-^^h^tKo^h^ 

10 ikjiH 157-159'C 

mn-^^mi 6 : 5-;*-:^v-2. 3, 4. 5-5^h^b Kn-1 — c>y>ji 

0. 




e^»©:^^t:«e^^-^J5gL35S:8-:/D^-5-3^-:^V-2. 3. 4. S-^^h^ 
t h'D-l-^>y^a:f > (5. OOg) ON, N- 5^;i.7fx;u AT' ^ K 
(50ml) mm^^. t^-ryih^^ (2. 28g) i;^^ h 7=t:^ h u 7 
Jj>::^7>f >M7>:;e7A (0) (1. 13g)*ia:t. 8 0~9o-c-emMt»i$ 
Lfco MliSJg«^^a(cKLfegJ. * (5 0 0ml) i:g^K:ii^;i. ( 1 0 Om 

2, 3, 4, 5 -5^ t Kd- 1 -^>vr^a:i^>-8 -*;i/;tf- h >;;U3 . 
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3 7 g*^KMfe©i^Sfc hxmito 
Mj^ 1 0 9 - 1 1 1 -C 

t > - 8 - * >^pt 5r;i/ 



S 




5-:t^rV-2, 3, 4. 5 -5^ h ^ t K o - 1 ir > - 8 - 
Jt?- h U;u ( 3 . 2 0 g) (DWf^ (20ml) Mtf^ic, (20ml) 
iflix jgJ^TT' l«&fi^»^-&fco -RJSS^ffiSMJaKlMLfc^H zk (3 5 Oral) 
*iDx.. Wmufc/^a^iSSlbfco ajimbfcJi$^*W^a:^;u (4 0 0inl) iz 

4r"v-2, 3, 4, 5 h^t Kd- 1 -^>V^xt>-8-*;i/7K>^<D 
m^^^3. 4 2g%f#>fe„ 

5 -;*-=^V- 2 , 3. 4. 5 -^^ h 5 h h' n - 1 -'>c>y^aH^>- 8 - 
*;U.-i?>^(3. 4 2 g) Sjjti'y-;!/ (1 0 0ml) tl^*»Ls 4«^ig^2^ 
15 ^^V-ymm (15ml) JD^s jia«iT-C3KpraiSj*Lfeo Rf^mm^^u^-^ 
J^aiLfc^. fiSfiIj^K2kl^:^h Ue^ATk^^K (2 5 0ml) *JbP^s fi^B^J:^;!/ 

•triS^i-rSCiifcib gfit,©5 -:t=¥V-2 , 3, 4, 5-7^h^tKD-l- 
20 '^>V^^j;t>-8-A;i/jif>®J^^;Uai>^7^;i/3. 3 5 g *|J8fej|gSJ: 

fco 

6 3 - 6 4 -C 

|i*4-&^0"J 18:5-kKPdF-5/-2, 3, 4, 5-7^h^tKD-l -'^^^Z 
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5-:t=^V-2, 3, 4, 5 -7" h 7 b H D- 1 -^^/VT^o: tf 8 
'J<>Bg^^;i/a:;^5r;i/ (3. 3 0 g) ^ i V*lS{bJ^«>3R:^ h Ue^A (5 2 9m 
g ) ^ffl l^ilW^figffil 1 ^ |^»©Sjt6l«f^^fT«: ^ CI C J; !) S tocD 5 - fc K D 

'H-NMR (4 0 0MHz, CDCl,) 

d=l. 65-1. 85 (m. IH), 2. 00-2. 20 (m, 4H), 2. 
55-2. 65 (m, IH), 2. 75-2. 85 (m. IH). 3. 91 (s, 
10 3H) , 5. 30 (d. J = 7Hz, 1 H) , 7. 61 (d. J = 8Hz, 1 
H) . 7. 97 (dd, J = 2Hz, J = 8Hz, IH) , 8. 17 <d, J = 
2Hz, IH) 

mn-^^mi B : \i-2, 3. 4, 5-5^ h^t KD- 1 -/^^>y^JQ 



N3 



IS 




5 -h l«p:^r'>-2, 3, 4, 5 -7^ h ^ t K P - 1 -'^>\/^xb>- 8 - 

(3 . 3 0ff)^ 3i^;i/3r:>^;^5s; K ( 1 5 . 3 
g) :feJ:tFl , S-t^-F^Vli^^a [5. 4. 0] «>>7=-fe> (8. 4 6 g) ^ 

m\'^mm'^s&m2 tmmoRmmi^ (fc:ebsji&tt5 o~6 o'c-^=f5/fe-r.fc) * 

20 ^TfeoCli:fc:i»3 ee<j6D5-7'5; K-2, 3, 4, 5 -5^ K ^ t K o - 1 -'^^ 
\/5=-Jib>-8-:*7;j.>tf>K>5^;i/a^X7^;i/<Z)«|^^«Ba. 0 2 gife^Mfeift*^ 
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'H-NMR (40 0MHz, CDCI3) 

<y=l. 60-1. 70 (m, IH), 2. 00-2. 25 (m, 3H), 2. 
55-2. 65 (m, IH), 2. 85-2. 95 (m, IH), 3. 92 (s, 
5 3H), 5. 33 (dd, J = 2Hz, J = 10Hz, IH), 7. 57 (d, 
J = 8H2, IH) , 7. 99 (dd, J = 2Hz, J = 8Hz, 1 H) , 8. 
2 1 (d, j = 2 H z, 1 H) 

mn'^^m2 0 : s-T^ ^ -2, 3, 4, s-y^h^nr^a-i-^^^j^x. 



10 




5-7'S;K-2. 3, 4, 5-7^ h^fc HP- 1 -^>\/^acl^>-8 
5t?>^^^juai;^7^;b©*i^^i^ (3. 0 Og) h h y ^ > (5. 

9 7 g) *ffli/^J^*4-^Eift0iJl 2 i:I^l^<0S/i&^f^*tf*:-5c:i:t:it)@6^©5 - 

TS,J-2. 3, 4. 5 -5^ h5t Kn- 1 -^>\/^Jcl^>-8-*;U:J?>g! 
15 ;>«^;i/ai;;^5^ju®3ffl^fife^2 . 6 4g*Jtfei42Ki|*»fli:L-C4#it. 
»H-NMR (4 0 0MHz, CDCI3) 

<y=l. 60-1. 75 (m, IH), 1. 85-2. 00 (m, IH), 2. 
00-2. 20 (m, 4H), 2. 60-2. 70 (m, IH), 2. 75^2. 
85 (m, IH) , 3. 91 (s, 3H) , 4. 64 (dd, J=lHz, J = 
20 7Hz, IH) , 7. 56 (d, J = 8Hz, IH) , 7. 95 (dd, J = 2 
Hz, J = 8Hz. IH) , 8. 17 (d, J = 2Hz, IH) 
mm'^^m2 l : 5- ('^>t^;l/3^:^2/3b;^;^f:^;l/r^y) - 2, 3, 4, 5- 
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HeOjC 




5~.T^y-2, 3, 4, 5 -5=^ h5 t Kd- 1 -'<>\;^:jiI^>- 8 -3!7;i/ 

(2. 5 0g) ii^>V)]/7t^i/±JV7j^:^j)/i7u^^ K 
(2. 6 9 '&fflt^JS3|B^^J^^J4 J:I^^©S^5lif^*fT?&:ac:fct:.i; t) gfl<j© 
5 5- ('^>i;;i/:4-:^2/i7;i/;}f-;i/7'^ >') -2, 3, 4, 5-7"h^tKP-l 

ikjiS 132-134"C 

J©«^fiR«^2 2 : 5- (.-<>i?)]/:!t^i^it3J\^yi'^-JU7'^ J) -1, l-5;:^-i|r*^ 
10 -2, 3, 4, 5 -7^ h^t KD- 1 — ^>\/5^3il^>- 8-*;i/;t?>Kp{5^;i/ . 



5 - (^>i;;i/:2}-:3ei^*JI/Jtf^;UT^ y ) - 2 , a, 4, 5-5^K^tKn- 
1 -^>\/^ail^>- 8 -*;i/;}f>ffi^^;Hc:;^5^jl, (2. 7 5 g) i:7 0%;i< 
15 D nm^^mm. ( 5 . 4 9 g) *ffl^^S^s^■&^^^^J 5 i:l^fil©SJ!S»<t*ff «t 

'>-2, 3, 4, t Hp- 1 -'^^^^^oitfV- 8.-*;U:i<>it^^ 

jl/3i:^5r;l/2. 7 9 gSHftfelgakUT^feo 
ifej^ 137-139 'C 
20 J®3N.-&Bft0ll 2 3 : 5- {^>if)V:t^->i3Jl^yf^-Jl^yS.y) -1, l-$;>dei/ 
-2, 3, 4, 5 -5=^ b Hn- 1 8 -*;w;lt>|| 
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HOjC 




5- ('^>i;;U;r=^ri^*;U;Jt^;i/T^ -l, , 3, 4, 

0 0 s) tim^jifLfkiti-hfj^Aii^mm (15ml) ^m^^^mn^^matm 



iSli^l 2 13-2 15-C 

»H-NMR (4 0 0MHz, C D C 1,-D,0fitfe) 

10 <y=l. 85 (br. t. J=10Hz, IH), 2. 10-2. 70 (m., 3 
H) , 3. 23 (br. t, J = 14H2, IH) , 3. 65-3. 75 (m, 
IH), 5. 11 (dd, J=12Hz, J = 30Hz, 2H), 5. 49 (b 
r. t, J = 4Hz, IH), 6. 65 (br. s, 1H), 7. 20-7. 4 
0 (m. 5H) , 7. 67 (d, J = 8Hz. 1 H) , 8. 30 (d, J = 8H 

15 z, 2 H) . 8. 8 1 (s. 1 H) 

mm'^m^2 4 : 5- (^>-:^)l:ir^i^i3)Viti-JV7'S. >f) -1, 

-N- (4-t:'Ji^;u) -2, 3, 4, 5 -7^ h^t HD- 1 -^>>>r^aitr> 
- 8 -3b ^ptJ- 5 I? 



20 5 - {^>i^JU:i-^i^ijj\yTi'^—jV7'^ J) -1, 1 -i^:^^^>- 2 , 3, 4, 
5-7^hvtHD-l — - 8 ( 2 . 3 5 g) . :^-fh 
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5 ^(OK}!^>mi^^^^-^Z.iiiZ^r)E^(D5- (.^>i^JV:i'^->iO}Vit^—}]/7'^ 
J) -1, 1 2 , 3, 4, 5-5^ h^t KP- 1 -^^y^^x-K^ . 
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(2. 1 6 g) ^ gs^> (5 6 8mg) :feJ;Uf h Uoi^;!/ 

gfltjos- (^>s^;i/:r^5/*;v;J<— y ) -i, i -i^^t^^rtz-U- (4 
-l^Ui^;W) - 2, 3, 4, 5-5^ h5bi Kp- 1 -^>\;.^ait:>-8-*;i. 
5 Jjt^i?-^ Kl. 9 3g*Mfe<8afcUT»fc, 
2 3 0 - 2 3 1 -C 




10 4g) iJiVTKlS'fb?^'!?^^:^-^ 'J-^A (0. 2 6 g) ^&ffil^Jl3^E^-&^!fc0lJ 

;u5P>K>t i . 5 g ^m^tb^mn t UTWfc, 

•H-NMR (400MHz, CDCI3) 

6=1. 89 (br. s, 1 H) , 2. 0-2. 2 (m, 2H) , 3. 90 (s, 
15 3H) , 4. 2 5-4. 3 5 (m, 2H) , 4. 8-4. 9 (m, 1 H) , 7. 
3 5-7. 4 5 (m, 1 H) , 7 . 51 (s, 1 H) , 7. 5-7.6 (m, 1 
H) 

m^^^m2 6 : 4-7i? h'^^DV>-7-*;i/5l^>'M^^;U3::::^7^;U 




20 4-t )<n=J|ri'i7D-r>-7-;b;b?t?>K/^;i/^:^7^>'V ( 1- 4g).> 

3:ci;u:Jx:;^jn^S^ K (3. 7g) iS^lPl, 8 -i^T'if hTS/i' p [5. 4. 0] 
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:t^7.7t^7i^h'(Dm^^ (2:1)2. 6 S^^n^i^^MtLXmcio 
'H-NMR (4 0 0MHz, CDCI3) 

6 = 2. 0-2. 3 (m, 2H) . 3. 9 1 (s. 3H) , .4. 2-4. 4 (m 
2H) , 4. 6-4. 65 (m, 1 H) , 7. 2-7. 4 (m, IH) . 7. 5 
5 (s, IH) , 7. 60 (d, J = 9Hz, 1 H) 
^*^^A^^?^2 7 : 4-7'^y'^^D-7>-7-3f7;i/4?>K;'<^;U:t;:^7^;L. 



4-7'i;Ki^DV>-7-*;i.;}f>ffi^^;i,ai;^5^;i,i5j;tjc,:>7a::^;i.7i?>l5^ 
^^^KtOffi^i^ (2. 6g) isXVhVy:i^-Jlyt^7.7^> (3. 9 g) ^m\>^ 
mn-^m^i] 12t [^^>5:Sii&^f^<£:fT^ o:it 13 J; ba6t}cD4-:r$y^pv> 

-7-*;i/:tif>^p<5^;i.ai::^7=;n . 4 g^mm^m^^nt Lxmt^i 

»H-NMR (40 0MHz, CDCl,) 

5=1. 57 (br. s, 2H), 1. 8-1. 9 (m, IH), 2. 1-2. 
2 (m, IH) ,3.89 (s. 3 H) , 4. 07 (t, J=5Hz. 1 H) , 
4. 2-4, 4 (m, 2H) , 7. 38 (d, J=9Hz, IH) , 7. 48 
(d, J = 3Hz, IH) , 7. 5-6 (dd, J = 9Hz, J = 3Hz, IH) 
mn'^mm28 4- ('^>S?;i/7f-:^i/*;i/;lf-;U7'^V) ^DV>-7-;5j;u 
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K (2. 0ml) ^m\*^Mn'^mm4 tmmu^ 

Mj^ 140-142'C 

»H-NMR (4 0 0MH2, CDCl,) 

<y=2. 0-2. 1 (m, IH) , 2. 1-2. 3 (m, 1 H) , 3. 89 (s, 
3H) , 4. 1-4. 3 (m, 2H) , 4. 9-5. 1 (m, 2 H) , 5. 16 

(s, 2H) , 7. 2-7. 4 (m. 6 H) , 7. 47 (s, IH) , 7. 54 

(d, J = 8Hz, IH) 

mu^^m2 9:4 - ^p-7>-7-*ji/ 



(1. 9g) *Jj:UflM^itfll:hhUe7A (14ml) *^VM^J*4^^ 

JIT^^) ^PV>-7-*;i.;J1>Ml. 7g^|«fiJgai:UTf#/t» 

iij^ 227-228-C- 

'H-NMR (4 0 0MHz. DMSO-d,) 

6=1. 9-2. 0 (m. IH) . 2. 0-2. 1 (m, IH) . 4. 2-4. 
3 (m, 2H) 4; 8-4. 9 (m. 1 H) , 5. 10 (s, 2H) , 7. 2 
-7. 5 (m, 8H) , 7. 88 (d, J = 8Hz, IH) , 12.. 93 (br 
s, IH) 

M^^^^mS 0 : 4- ('<>i?;i/:^^r2/*Jl/7t?-;i/7'^>') -N- (4-^0$; 



NHZa 



HO- 




0 
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4- i^>VM^->t})Viti-)VT^y) i'D^>-7-*;i/;Jf>S^ (1.6 
e) . ^itl9-:t-)l il. 2ml) j3J:i;f4-T^>'lfrj>:^> (4 8 Omg) * 

y) -n- (4 -b'U i;ji/)^o-7>-7 -T*;u.-t?:^-9-5 K 
2. 3 4 g<&^feli^^i:L-Cf§fco 
Hi;^ 226-228-0 
'H-NMR (4 0 0MHz, DMSO-da) 
10 (5=1. 9-2. 0 (m, IH) , 2. 05-2. 15 (m, 1 H) , 4. 25 
-4. 3 5 (m. 2H) . 4. 8-4. 9 (m, 1 H) , 5. 11 (s. 2H) , 
7. 3-7. 4 (ill, 7H), 7. 47 (d, J = 8Hz, IH), 7. 78 
(d, J = 6Hz, 2H) , 1. 92 (d, J = 8Hz, IH) , 8. 46 (d, 
J = 6Hz. 2H), 10. 51 (br. s, IH) 
• 15 mm-B^m^li (S) -4-t J«n=^*^^:^^pv>-7-*;i/;t?>Sip«^;i/ 



(R) -5, 5 2 -p<^;i/-3 , 4-7'P7^y-l, 3, 2- 
2f-^-9-tf7}fD Ui?>Oi^Yb>»<-^U> (16 0ml) - 2 0 "C"?!;}?^ >^ 

20 (2 . o M h;i/3^>^rft. 3 6. Oml) *ao^^ IHMT- 1 

o^F^taj^Ufco -?o^> «::o^t«k:8!6*ocD:&^t:;a:t)-&fi)6Ufc4-^^»>5^:r 




0 
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^p^>~7-*;u;t?>K/<^;i/cii;^5=;i/ (8. oog) cD«l-fb^^^> (so 
ml) mm^- 2 O'Ct^^- 1 Q-c-r^mTLfto S/iSl^fft^jfttl 1 0 'C^-e^MU- 

2mmmni.ft^. -Ris^s^c/^^y-;!/ (i smi) t im^mm o o om 

J;t)BWO (S) -4-t HD + 5/^;t>>PV>-7-5b;i.;|f>ffiy^;i.ai;;^7^ . 

;i/7. 2 9 g^lRieiifSiiUT^fco 

M}^ 118-120-0 

'H-NMR (4 0 0MH2, DMSO-d,) 

<y=l. 9 5-2. 10 (m, 2H) . 2. 9 0-3. 0 5 (m, IH) . 3. 
10-3. 20 (m, IH) . 3. 82 (s. 3H) . 4. 6 3 (q, J = 4H 
z, IH) , 5. 57 (d, J = 4Hz, IH) . 7. 50 (d. J = 8Hz, 
IH), 7. 59 (s, 1H), 7. 60 (d, J = 8Hz. IH) 
mm'^^m3 2 : (R) -4-Ti;K5^2l-t?pv>-7-A;U;J?>Kp<5^;i/ai;^ 



(S) -4-h Ko^^'5^:*-i^Dv>-7-*;b:Jf>K;^^;i'3iJ^7^;i' (7. 
OOg), i^73.-;u;^;^^^i> K ( 1 7. 2 g) tJ«tVl. 8-i?:PlfK'>^ 

P.C5. 4. 0] «>>7^-b> (9. 5 2g) itmi^sRm^^M2tnm^R^m 

f^*fffe5cii:fci»)Bfl<j© (R) -4-7*5? K^:i-i'Dv>-7-*;i/^>K 
p<^;i/x;^5^;i.®ffi^^ife7. 9 3 g*^|l6?4tt^Hi: bTftfco 
^H-NMR (4 00MHz, DMSO-d,) 

<y=l. 9 5-2. 10 (m, IH) , 2. 2 5-2. 3 5 (m, IH) , 3. 




0 
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f 

0 0-3. 10 (m, IH) , 3. 10-3. 2 5 (m. IH) , 3. 8 3 (s 
3Ji), 5, 04 (t, J = 4Hz, IH) . 7. 49 (d, J = 8Hz, 1 
H).7.66(d,J = 8Hz,lH),7.68(s,lH) 

MeO 
0 

(7. 9 3 g) aXUh H > {1 2. 3g)*ffl 

^^^mm-^M 1 2 hmmtjiRjBmn^^fj:^ dtizxy) seg® (r) -4 

.-7'^y^;4-i^uv>-7-*;U;Jt>K><^;i,jiy^3r;b5 . 7 6 g^mn^m 
^H-NMR (400MHz, DMSO-dg) 

<y=l. 9 0- 2. 0 5 (m, 2H) , 2. 9 0-3. 0 0 (m-, IH) , 3. 
15-3. 3 0 (m, IH) , 3. 8 1 (s, 3H) , 3. 9 0 (t. J = 4H 
z, IH) , 7. 5 0-7. 6 5 (m, 3H) 

Bm^mm3 4 (R) -4- (^>i;;i/;t:^Pi/*;b;t?r:;i/7$y) 

NHZa 

MeO 
0 

(R) -4-7'^ y^3|-i^DV>-7-*;Ustf>Kp<^;i/3i7;5^;i/ (5. 70 
g) :iiJ^Zf^>i^J)^7t^i^i3)V^^-)\,^n^-( K (5. 5 0ml) ^ffi^^mj|s^^ 

63 





wo 01/68607 



PCT/JPOl/02132 



IBj* 139-140 'C 

MH^mmS 5 : (R) -4- (-<>i>JUyi-^^>±,ji,n'.-jVTKy^) -1, 1- 



) 




NaO. 

d 

(R) -4- (-<>i?;i.;r^ri-*;i.7jf-;u7'^^) P V>- 7 

(7. 2 0 g) tl 0 %jl ^ ^ a Dj&^)S,mm (1 5 . 0 

ih;^ 174-175-0 

i^^^^fi^3 6 : (R) -4- (-<>i;;i/3i-:^$/*;i/;Jt-A7'5 y) _ i , j _ 

NHZa 

H0> 




0 

(R) -4- (-<>i:;;i/^:^5/A;b;}f-;b:P^y) 1-2;:^-+$/^;^-^ 
P^>-7-:«7;unt>S^5^j|.ai;^5-;i, (7. 5 0g) t&tmi^V^A (5. 3 
3g) *ffiv^M3pJ^fig0!l6 tl^«|(0SiSjSlf^*ff«:5 ci:t:j;t) afltjo (r) - 
4- -1, l-i?:i-:^S/^;4-^.PV>-7 

'H-NMR (40 0MHz, DMSO-d,) 
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6=2. 4 0-2. 55 (m. 2H), 3. 68 (br. s, IH), 3. 70 
-3. 80 (m, IH), 5. 11 (s, 3H), 7. 35-7. 50 (m, 5 
H), 7. 55 (br. s, IH), 8. 13 (d, J = 3H2. IH), 8. 
23 (s, IH) , 13. 54 (br. s, IH) 

mm'^mm3 7 (R) - 4- i^>i?)V:t^i/tlJVn'^:z)],j'^^) 9-^{7V'T 
>-7-*;i/:1t>^ 



^HZa 




0 



(R) -4- {^>i^JV:t^t^ti)\/7f>=iJ]/'7'^J) ^:t^ n x'>- 7 -*;i/7t? 
>i?^^;i/:ii;^7^;V (3. 3 5 g) (2. 5 9 g) ^Ml^^^n-^ 

^me iimm(Dm.}i5^m^t:n^jL^^hLizx\)B(/!}(D (r) -4- i^^t^fi^^ 

^H-NMR (4 0 0MHz, DMSO-de) 

<y=l. 95-2. 15 (m, 2H) . 3. 00-3. 15 (m. 2H) . 4. 
81 (br. q, J = 6Hz, IH), 5. 09 (s. 2H). 7. 30-7. 
40 (m, 6H) , 7. 58 (d, J = 8Hz, 1 H) . 7. 80 (3, IH)., 
7. 92 (d, J = 8."3Hz, IH), 13. 02 (s, IH) 

^^-^^3 8 : (R) - 4- (^>i?;i/2rd[^i/vb;p:iif^;i/7'^ y). - 1 , .1 - 

^HZa 

HO 

(R) - 4- {-^>i^JU:t=^f^ia)V^^-J]/TK^) W^l/- 7 -ijj],^. 
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(3. 1 Og) (omm (10 0ml) ««t:'<;V3|-#V3^i>3RB8:hhi;T>A 
4*fB«J(4. 0 1 g) ^JniS 0-6 0-C-e4I^Hl»4$b*:o Sj;&|§l«(c* 
(2 0 0ml) $ioi, g^S?x5^;KzJ;»)iamUfeo l§e,ixfc^;^:&7jc:. fig^j 

— »=^-b->fc-CS*SSr*c:i:t::j;!3afl«}0 (r) -4- (^>2;jl/2|-^5/ 
*;p.1?-;b7'<y) -1, l-S^:i-.^S/^:r^Pv>-7-ij;i/>t?>ffi3. 56 

'H-NMR (4 0 0MHz, DMSO-de) 

(5=2. 40-2. 55 (m, 2H), 3. 68 (br. s, lH), 3. 70 
-3. 8 0 (m, IH) , 5. 11 (br. s. 3H) , .7. 3 5-7. 50 
(m. 6H) , 7. 55 (br. s, 1 H) . 8. 13 (d, J = 8Hz, 1 
H), 8. 23 (s, IH), 13. 5 4 (br. s, IH) 
mm^mi3 9 : (R) -4- {^Zy^J)\,-;t^i/i3Ji/ii/i=.}V7XJ) -1, 1- 
(4-t:Ui^;i/)^;?f-i7Dv>-7-*;u;J?:^t>-^ K 



(R) -4- {^l^VM^fyiDVr--)^^^^).-!, 

(3. 00g)h4-7'5^yi^Ui?>(7 53rag)O 
T-b h U;i' (2 0 0ml) h Uj^^jUT'* > (3.2 3 g) i: 2 - 

^no- l-^^;H:^iJi?-e7A3-2; K (6. 12g) *ia^*„ iLtDm^m 

»7ic^:h h ij <;A7KJ&?ft (2 5 0ml) ^Jn^^ if»j:5^;nc:-cj*mLT^e)n 
D t;;i/ai-7^;i. — ^=^1^>K:Tlf<igarsciiifcJ;t)BflO© (R) -4- (^> 



NHZa 
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mj^ 21 1-213 'c (^m) 

m^'^M4 0 : (R) -4- (^>2;;^3^^2/;?J;l/^3^>l^r ^ /) -i, i- 

i^:4-^ri/-N- (4-l^'Ji;;U) ^;^i-^'DT>-7-*;^;^fd^^•^^■^^' 
NHZa 

(R) - 4- (^>ifJl:i-^i>^tiJUr^-ji/T^^) -1, 1 - s;^^>>^;t 

(3. 2 5 g) ^4-7'^>f trUi;> (8 1 6m.g) ^ 
ffll.^/^**-&^0!19 fclRl«^SfBlSftSfT35:^ c: t i D gfitjc?) (R) - 4 
- ('<>S>;b:t^S'*;i/:t?-;i/7'^ -1, 1 -i;;j-d|^2/-N_ ( 4 - t U 
;u) ^:r^DV>-7-*;u^^-t^$ H2 . 8 7 g * ^^ifeSflc i: b T Itfc . 
/H-NMR (40 0MHz, DMSO-de) 

<y = 2. 4 5-2. 5 5 (m, 2H) , 3. 6 5 -3. 8 5 (m, 2.H) . 5. 
12 (br. s, 3H), 7. 30-7. 40 (m, 5H). 7. 58 (d, J 
= 8Hz. IH), 7. 80 (d, J = 7Hz, 2H), 8. 10-8. 25 
(m, 2H) , 8. 43 (s, 1 H) , 8. 51 (d. J = 7Hz, 2H) , 1 
0. 8 7 (s, 1 H) 

mn-^^^^U 1 : (R) -4-t Ka^i^5^3t-i'07!'>-7-*Ji/4?>^>t^;i/ 

OH 

0 

(S)-5, 5 -i;7x^;i/-2 -p<5^;u-3, 4-ra^^y-l, 3, 2- 

67 



wo 01/68607 



PCT/JPOl/02132 



3^:^-9■1f;J<D Ui?> (9 9 7ing) t.^^'y >jl^)\yy(.)]/7 ^ Yf^^^ {2 . OMh 
fl^3^>mm. 3 6. 0ml) t4-^^ty^^^ni?'>-7 -t!)U7r^>m;<9'JV 

(8. oog) ^mi^mm-^s&ms itmrnj^mju^mfiF^ffiSi'^^itiz. 

Xy)Em(D (R) -4-b h-D:^>>^;i-i;D-r>-7-*;i/5t?>K^^;pjQ>^7^ 

ik/nl 119-120-C 

'H-NMR (4 0 0MHz, DMSO-d.) 

<5=1. 95-2. 10 (m, 2H), 2. 90-3. 05 (m, IH), 3. 
10-3. 20 (m. IH) . 3. 82 (s, 3 H) . 4. 63 (q, J = 4H 
2, IH) . 5. 67 (d, J = 4Hz, IH) . 7. 50 (d, J = 8Hz. 
IH) , 7. 59 (s, IH) , 7. 60 (d. J = 8Hz, 1 H) 
mm^m9i4 2 (S) -4-5'i?K^:*-^DV>-7-^*;i/!tt>K^^^Ua^:;^ 



(R) -4-t KP:^^'^;d-i7D x'>-7-*;b7}f>Bip<^;i/ji>^5^;U (6. 
8 0 g) s K ( 1 6 . 7g)j3J;tFl. a-i^T'lfti/^ 

P [5. 4. 0] ^lyy'^y (9. 2 3g) V^J^3(B^^Eig0a 2 
f^$fTJ5:-5 Cli;t J;t) BBtjcD (S) - 4 d v>- 7 
y^;i/ac::^5^;KOffii^!|to9. 2 6 g«c«fe«featt4*Hti: btl^fco 
^H-NMR (40OMH2, DMSO-d.) 

<y=l. 9 5-2. 10 (m, IH)', 2. 2 5-2. 3 5 (m, IH) , 3. 
00-3. 10 (m, IH). 3. 10-3. 25 (m, IH), 3. 83 (s, 
3H), 5. 04 (t. J = 4Hz, IH), 7. 49 (d, J = 8Hz, 1 
H), 7. 66 (d, J = 8Hz, IH), 7. 68 (s, IH) 
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0 



(S) -4 -T^S; P V 



S ^^!^ (9 . 2 6 g) iiiVh U 7x^;i.;^;^7^ > (11. 9 g) 
V>/^3(sj^fift0!| 1 2 i:lRl:^^j:SJ5S^fis4tf^a C t J; t) aS«JCD (S).-4 



ty=l. 9 0-2. 0 5 (m, 2H) , 2. 9 0-3. 0 0 (m, 1 H) . 3. 
15-3. 30 (m, IH), 3. 81 (s. 3H), 3. 9 0 (t, J = 4H 
z, 1 H) , 7. 5 0-7. 6 5 (m, 3 H) 



(S) -4-7$y^:i-i?nv>-7-*;i/7|?>i?p(^;H;;^5^;U (3. ao 
ff) ^^U-<:yVJV:^d^i/ii}Vif.-)\,i;u^^ H (3. 6 5 m 1 ) ^fflwjpjlsf^ 
fiaM4 i:^««cSJ5BSf^%ff&3:iiifcJ: b eft;© (S) -4- (-c>iJ;i,;^=^ 

iSii^ 140-141 °C 



'H-NMR (4 0 0MHz, DMSO-de) 



i^**^^^4 4 : (S) - 4- {^>i^M^i^itj)\,in=.}VTK^r ^:;^i7u-^ 




0 
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S3|s^^J5SW4 5 : (S) -4- i^>i^J\^:t^i/ti?]/7fiz:.jVT 5, ^ ) -1, 1- 

NHZa 



>S?^-3^;i/3:X5^;i/ (4. 9 0 g) t7 0%^^^nvim^mm^ (1 0. 2 
g) *ffl^^l^3|s^•&fiK^al5^:PI»<0S^&^»f^^^f;&:5c:i:(^:J;^5gfl<J© (S) -4 
- i^>i^)]^:t^Z/i]}]^7fi=i)vr%y) -1, 1 -i;;^■:^F•i'f-:r^'DV>-7- 
*>'^^K>»^^;^a:;^5^;^5. 0 3 g««l6eSi:bTf#fe„ 
it;^ 174-175*0 

JS**'&J*«W4 6 : (S) -4- ('^>i^;^;^|-*t^AJ^7^:^;^7'^ y ) -1, 1- 



(S) ~4- ('^>i^;i/:^^r£/*;i/3j^n;l,7'^>') -1, 1 -s;:t^t/^:^^ 
o^>-7-:«7;u^>K^5^;uai;^7^;i/ (4. 8 0 g) J: 1^^7kK<b:>- h 'J 

A (2 4. 6ml) ^m\^^mn^mm8bmm<DR!&m{¥^nf3i'5^tk:^^^ 

(S) -4- ('^>S^>H/:t^F-$/*jl/5K^;i/5'^ y ) -1, 
i^nv>-7-*;i/j}t>K4. 1 6 B^m^m^WmPfitiyXnfio 
*H-NMR (40 0MHz, DMSO-dj) 

6=2. 40-2. 55 (m, 2H), 3. 68 (br. s, IH), 3. 70 
-3. 80 (m, IH) . 5. 11 (s, 3 H) , 7. 3 5-7. 5 0 (m, 5 
H) , 7. 55 (br. s, 1 H) , 8. 13 (d, J = 3Hz, 1 H) , 8. 
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MeO 





NHZa 
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23 (s, IH) ,13.54 (br. s, 1 H) 

mm-^^if^ 4 7 : ( 

>- 7 



mm^^if^47 : (S) -4- {-<>i^Jl^^i.i,jvr^-ji,T^^>, ^:t^OT 



NHZa . 

hOyCO 

0 

(S) -4- (^>i^)U:i-^^>:t3)V7ti-j\,-r^^) 5^:^^ d v>-.7 
>K^^;Ua:;^^;K3. 4 0 g) tmmt:t3 V ^ A ( 2 . 6 3 g) ^^VaMHsJ-^ 
fiSfi^J6i:TO©S/i&^ft<&^f«:-5c:i:{c:j:t)gfltjcD (S) - 4- i^>i;ju:t^ 
>iiJV7ii-jVTXy) ^:r>>p-x'>-7-*;U;J^>^3. 2 0 g>|Rffe|gg.i: u 

'H-NMR (4 0 0MHz, DMSO-dg) 

6=1. 95-2. 15 (m, 2H) , 3. 00-3. 15 (m. 2H) . 4. 
81 (br. q. J = 6Hz, IH), 5. 09 (s, 2H), 7. 30-7. 
40 (m, 6H). 7. 58 (d, J = 8Hz, IH), 7. 60 (s, IH). 

7. 9 2 (d, J = 8Hz, IH) , 13. 0 2 (s, IH) 

mm'^^m4 8 (S) -4- (^>i^)\^:t^i^i3)\.rf,-j\,y^y) i_ 

NHZa 

X 0-^0 

(S) -4- ('^>i^;b:jf^2^*;i.;}f-;U7'^ y) ^:i-jJ^ d v>- 7 
>KC2. 20g) i:'^;i/:*-:¥V:1xe7^:^ h ';e7A4 7kiR3^ (2. 93g)^ffl 

^^^n-^mmsshm^cDRn^mi^^ntjio^Ltizx^Mmcoi (s) -4- 

>i^JV:t^iy:bJUyr.-j],TX^) -1, 1 D x'V- 7 - A;P;t? 
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>i»2. 19 g^m^m^Mmi^ihvx^ito 

»H-NMR (400MHz, DMSO-da) 

<y=2. 4 0 -2. 5 5 (m, 2H) , 3. 68 (br. s, 1 H) , 3. 70 
-3. 80 (m, IH), 5. 11 (br. s, 3H), 7. 35-7. 50 
(m. 6H) , 7. 55 (br. s, IH) , 8. 13 (d. J = 3Hz, 1 
H) . 8. 23 (s, IH) . 13. 54 (br. s, 1 H) 
^n^mm4 9 : (S) -4- i^>if}l:t^i/tiJl7i'^-j],T ^J) -1, 1- 
'y:t^->-N~ (4-l^y s;;U)^;^^p>>-7-^7;u;ttdM^-= K 

NHZa 

(S) -4 - (^>i?)lyt-^i^tiJl7f.-)\^7'^ -1, 1 -i^:i'^i/^:ti7 
PV>-7-*;i/:Jt>®i (1. 6 0 g) . 4-T^J}i^}V> (4 0 2mg) . 
h 'J Ji^yi/T'^ > (1. 7 3 g) i:2-i^DD- 1 -^^;i/KU2;-.e;A3-.i; 

K (3. 2 7g) ^muMH^^ms 9 bmm(Ds.ji^i!ki^^nt3i^zt.tzx*)B 

ttO<D (S) -4- ('<>i;;i/2»-:^r5/*;i/7tf-;i/5'« y ) -1, 1 -i>:t^2^r-N 
- (4-l:fU5;;i.) 5^:*-i5'DV>-7-*;i/jK:^t^^ K7 1 2mg^^m^1l^B 

Mj^ .21 1-213 'C (ta-)P) 

i©*3|.iarfift^J 5 0 : is) -4- {^>i^)V:t^i^ijJV7if-)VT^^y-l, 1- 
2^::t=^r2/-N- ( 4 - U □ V > ^ 7 - *;i/!j?dF-b- 5 K- 

yHZa 

0 " " 

(S) -4- ('<>$^;i/:i-:^S/3b;V;lf:z;i/r^ y') -1, 1 
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P^>-7-*;b;}?>K (2. lOg) ii4-7>^yi^ys;> (5 2 7lng) * 

5 'H-NMR (4 0 OMHz, DMSO-de) 

<y = 2. 45-2. 55 (m, 2H), 3. 65-3. 85 (m. 2H). 5. 

10-5. 15 (m, 3H) , 7. 3 0-7. 4 0 (m, 5H) , 7. 6 0 (d, 

J = 8Hz, IH) . 7. 80 (d, J = 7Hz. 2H) , 8. 10-8. 25 

(m, 2H) . 8. 4 3 (s, IH) , 8. 5 1 (d, J = 7Ez, 2H) , 1 
10 0. 8 7 (s, IH) 

^^^^^J5 1 : (S) -4-.(t er t-rh^i.*;i.;jf-;i,7'^y) 
D > - 7 - * ;U Jj? > ^ j< -c 5^ 



O'C-e (S) ~4-T5,^^:i^i/a-7>-7 ■~i3JVzr^>m^^JV:Iiy(.^ 
Jl/(4. 50g)©5^h7tKb7^>(40ml) iSJftKlJ^K* U A 
(3. 3 5 g) ©;zk^M (2 Oml) «»B^*:„ ©jg^^jS t f^^T- 
- t e r t -r^;i/5;*;|/;tf:^- h (6. 18g)CD^h^hKD>r^> 
(2 Oml) *^IDX. ^tST-4I^P^mi*PUfco S/^S^?gfc:7jc (10 0 

-4- (t e r t -7'^^^i'*;^.-^f^;^7'$>') d 7 - 




0 
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^H-NMR (400MHz, DMSO-dj) 

<y=l. 41 (s, 9H), 2. 00-2. 10 (m, 2H), 3. 09 (t. 
J = 6Hz, 2H) , 3. 8 2 (s, 3H) . 4. 7 0 (br.. s, 1 H) , 7 
34 (d, J = 8Hz, IH), 7. 48 (d. J = 8Hz, IH), 7, 60 
(s, 2H) 

mm-^mms 2 : (S) -4- (t e r t -:^h^i/±iJUJ^-JlT5. 




(S) - 4 — (t e r t -:7'h:^S/*;b;}f-;i,7>5 y ) ^2|-^d^>^_7_ 
*;i/vt?>i»p<5";i.j^::^5^;u (5. 7 5 g) ii^^iJ:*?'; ^^A (4. .9 1 g) *Jiv\ 

mn-^mme iimm(DS.mm<'^^ntji'?citizx^mff;}(D (s) - 4- (t e r 

'H-NMR (4 0 0MHz. DMSO-de) 

<y=l. 42 (s, 9H), 2. 07 (br. s, 2H). 3. 09 (t. J = 
GHz, 2H) , 4. 72 (br. s, IH) , 7. 32 (d, J = 8Hz, 1 
H), 7. 49 (d, J = 8Hz. IH), 7. 59 (s. 2H), 13. 00 
(s, IH) 

jS**^J*0!I5 3: (S)-4-(tert --^ h ^^i3JV^-)VT5. y) -N 
- ( 4 - If U i?;U) D V > - 7 - 5 K 
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(S) - 4- (t e r t - y^ h^i^i3Jir-=.JVT^ ^) ^:ti^n^>-7 - 
(1. 00g)a:4-7'5yt';s^>(335mg) (DT^ h->»; 
Ji^mm (75ml) h »; ai^;u7' ^> (l. 35ml) t 2 - a n - 1 -yi 

^;n=:us^^c?Aa-i?K (ggimg) ^m^m^x- immm^tz. ^mmm. 

;i/) tT)^l8|-r5c:fck:j;l5@«]© (s) -r4- (t e r t 

-;i/T^y') -N- (4-l^Ui?;u) ^zir{7D-^>-7 -it3)\y7fi^^^ K 8 4 5 

'H-NMR (4 0 0MHz, DMSO-de) 

5=1. 42 (s, 9H), 2. 08 (br. s, 2H). 3. 11 (br... s 
2H) . 4. 72 (br. 1 H) , 7. 35 (d. J = 8Hz, IH) . 7 
50 (d, J=8Hz, IH) , 7. 62 (d. J = 8Hz. 1 H) . 7. 68 
(s, IH), 7. 76 (d. J = 5H2. 2H), 8. 46 (d, J = 5Hz 
2H) , 1 0. 5 1 (s, 1 H) 

Mn-^^mS 4: (S)-4-(tert -ZT h^i/ti)VTii-jVT ^ ^) -N 
- ( 1 - h 'J7a:-;i,^^;bt:^\/D [3, 4-b] U 4 -'f ;i/) 5^:4- 

i> D V > - 7 - * ;u;Jf ^-tJ- ^ K 
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10 




(S) -4- (tert-yi^^t/i3}\/7ii-j],T^^) p 7 

JV^>m (5 0 Omg) ilim^<D:^miZ^fr)^^[.ft4-T^J-l - hV^x. 
-)\^^^)V\^^^Ju [3, 4-b] (6 7 0ins) i:2-i^Db-l- 

y y^^C/AH-y K (4 9 6nig) *ffll^SJ|s^-&Rfefla| 5 3 
»<t*fT3&-5Cii:tJ;t)efl«]© (S) -4- (t er t -:r h:Jt^i/3Si;i,jH-;vT 
^>') -N- ( 1 - h U 73i:^;|/^^;UK^Vd [3, 4-b] fcf'Ji?i>-4- 
>f;i/) ^;r^Dv>-7-*;i'4?:J^-9-^ K7 9 6 mg^^Ji^fe^^j&Hi*:i: UX 

'H-NMR (40 0MHz. DMSO-d,) 
5=1. 42 (s, 9H), 2. 06(br. s, 2H). 3. 10 (br. s, 
2H), 4. 70 (br. s, IH). 7. 11 (d, J = 7Hz, 6H), 
7. 3 0-7. 55 (m, 13 H), 7. 75 (d. J = 5Hz, IH), 8. 
53 (d, J = 5Hz, IH). 8. 69 (s, IH), 10. 7 2 (s, 1 
15 H) 

M«^fig^5 5 : (S) -4- (t e r t - r h *2/*;U7i<- jut* * ) - l , 
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HO 




0-CX-2KHSOe . KHSO, . K,SO, (5. 9 8 g) (D^mm 

(2 5ml) izm^^m7i(,m±w^jxjk^m (2 sm.i) ^ua^^^. 

(S) - 4- (ter t-yh^i^tUUTTy-Jl/T^y) ^3f-^pv> - 7 - :^7;l, 
'J?>K (1. OOg) (DT'^hy^m (SOinl) «IgI?gtJSTtfeo mT^. 

mu-^4mr^mni.. i^^om^ (i oomi) ^mts.j$:s^mT^^tzo z 
— ^^i)-ycmmmr^^iiiz^ir,^ gatjcD (s) -4- (tert-yh^^s/ 

-1, 1 -S^Th^rS/^^^t^PV^-T -*;u;}?>^l . 24 
'H-NMR (4 0 0MHz, DMSO-de) 

6=1. 44 (s, 9H), 2. 44 (br. s, 2H). 3. 5 0-3. 80 
(m, 2H) . 5. 02 (q, J = 6Hz, 1 H) , 7. 52 (d, J = BHz, 
IH) , 7. 7 2 (d, J = 8Hz, IH) , 8. 1 5 (d. J = 8 Hz. 1 
H), 8. 23 (s, IH). 13. 55 (br. s, IH) 

i^*4-&fife^J5 6 : (S) - 4- (ter t - y h ^iyitJJl^.-ji.T' ^ j ) - i, 
1 ~t?;?J-^i^-N- ( 1 - h 'J ;i/;>(5^;i/i^^-/D [3, 4~b] l^yt?> 
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(S) -4- (tert-yh^i^tiJl^Tfs-ju-rS.^) -1, 
:^^u^>-7 -:ti)]^r^>m (500mg) i:4-T*y-l-h y^ai^;!/^ 
5^;n;^yD [3. 4-b] (6 0 8mg) i: 2 -^DP- 

ff>ai-5cifcfc:J:t) Bfi<}© (S) -4- ( t e r t h^ri/*;!/?^^;!/^ $ 
-1, ( 1 - h U 7xr:;u^^;ut5\/D [3, 4-b] 

^)t^>-4--( )]/) D x'^- 7 -*;U:tf:\r-b-^ h* 6 3 3mg*^SIfe»f^ 

10 »H-NMR (4 0 OMHz, DMSO-d,) 

<y=l. 44 (s, 9H) , 2. 47 (br. s. 2H) , 3. 71 (br. s, 
2H). 5. 00 (br. s. IH), 7.13 (d. J = 7Hz, 6H), 7. 
35-7. 40 (m, 9H), 7. 52 (d, J = 7Hz, IH), 7. 75 
(d, J = 5Hz, IH), 7. 76 (d, J=10Hz. IH), 8. 11 

15 (d. J = 7Hz, IH) , 8. 23 (s, 1 H) , 8. 57 (d» J = 5H.z, 
1H),8. 66(s, lH),11.01(s, IH) 
mn^^ms l A-ytfV- l'H.-\^na [2, 3-b] tU^V 
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BE?lF©:;&^fc:J:t)^f)^^-S^ i H-tran [2, 3-b] irui? 

> (1 6. 0 g) ON. N-5;^^;i/*;i/AT^ h* (15 0ml) jgtat::, T-i^ 
^b:^h'J'>A (10. 2 g) iiii'fbT>^:^ii7A (8. 4 0 g) *in^> 10 
0'CT-8 3#F^M#?bfc„ S/lS?gr^*^^a*tfHL. (3 0 0ml) ^ta^mm 

i§«E%®^-rac2:t:Jt:»)afi«j<Z)4-rJ^h-- IH-koD [2, 
3-b]tyi;>ll. 3g%«fe©@<*:i:UTf#fc. 
^H-NMR (4 0 0MHz; DMSO-da) 

(5 = 6. 45 (d, J = 3Hz, IH), 6. 88 (d, J = 5Hz, IH), 
10 7. 45 (d. J = 4Hz, lH). 8. 17(d, J = 6Hz. 1H),1 
1 . 8 5 (s . 1 H) 

mn^fSLms s : 4-7*^^-1- [2- (huj«^;vi/'jjb) xs^5/j<^ 

bTDP [2, 3-b] 

SEM 

15 0'C-C-4-7''i? K - 1 H-tDP C2, 3-b] t U2;> (10. .0 g) ON, 
N-i;^^;i/5^;i/Ar ^ K ( 7 5 m 1 ) ^^ft t:, V iTd * > 

(16. 4inl) t2 - (h iJ U;i/) x h ^i/^ n H (12. 

6g) S:SP^x ^©T-5l^r^}tif Lfco ^©^s ;RJi&^?«{C7k (3 0 0ml) 4 

1- [2- ( h U.?«^Jb'>»J;u) X KDD [2, 3-b] l^US^ 

>0«a^fi£!^18. 2g«|§fco 

f#enfc4-7'i^ K- 1 - [2- ( h »J^^;^i/ U;b) ^ h^^S^pt^^;]/] tP 
P [2, 3-b] tf'Ji^>0«a£EfiR^$'f vrpt:;i/7;un-;b (1 5 0ml) 
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fc«»L> ^MT?2fc|R^b!^«i7*± h ij -J/A (2. 3 5gr) ;fe«fl>o < tjflo^fco S 
J5&I&»*SS7? 6I^H«t*^bfc^. 7JC (2 0 0inl) *iD^s f^Kx^;i/{c:T}a 

^>'-l- [2- (bU^5^;V'>';>) Jch:¥->>^^;U] i^DD [2, 3-b] 

i^';s;>i2. 2g*^K«6i|gai:uTf§feo 

'H-NMR (40 0MHz, DMSO-dJ 

<y = -0. 09 (s. 9H), 0. 81 (t, J = 8Hz, 2H). 3. 47 
le (t, J = 8Hz. 2H), 5. 48 (s. 2H), 6. 19 (d, J = 5Hz, 

IH), 6. 20 (s, 2H), 6. 56 (d, J = 4Hz, IH). 7, 19 
(d, J = 4Hz, ) . 7. 76 (d. J = 5Hz, 1 H) 

mu^^ms 9 : (S) -4- ('«>S;;i/3|-:^'>*;i/Jtt-;i/7'^ y ) -N- {1 

- [2- ( h U;i/) X hifi/p<5^ju] t^PD [2, 3-b] I^US^> 

15 -4--f ;l/> ^;j-^DV>- 7 -3b;i//Jf:i^rt>-^ K 



NHZa 




SEN 



4-7'*>'-l - [2 - ( h y pl^;V'>'j;i/) 31 hi|rS^-?«^-n/] KDO [2, 
3-b] U5^> ( 1 . 3 2 (Dy'h'^\i\fuy^>mmiZii-y^JV0^t7 
A (1. 59 M, 3, 17ml) SSjTUx Plfi-C 1 5^|g|iti*Lfeo Cl©?§*ft 
20 fc0-C-e/^3fst^fig^9 i:(^^(Z)Sj^iSlft*ff^^ci:t J:.t)^& (S) -4- 

K ( 4 . 2 0 mm ol) ©T^h^th'o^^ >iSJt (20ml) *i«T Ufco S 
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JSS^ms^aT-5«FBgm#bfc^> 7k (loom 1) ^2D^^ BfKx^;i;t:T.}tt 

-B^sjni^;i.) izxmm-r^zt\<zxy)sm(D (s) -4- 

5 jlTf.zijUT^^) -N- {1- [2- ( h 'J;b) :t 

PD [2 , 3-b] t';i?>-4-'f ^;^i'av'>- 7 -*;u:l?^riJ- ^ h* 1 . 

0 6 s^mn^m^mmi^tLxmito 

'H-NMR (4 0 0MHz, DMSO-de) 

6 = -0. 09 (s. 9H), 0. 81 (t, J = 7Hz, 2H). 2. 13 
10 (br. s, 2H) . 3. 14 (br. s, 2 H) , 3. 51 (t, J = 7Hz, 

2H) , 4. 83 (br. s, IH) , 5. 11 (s, 2 H) , 5. 62 (s, 

2H), 6. 84 (s, IH), 7. 35-7. 45 (m, 6H), 7. 54 
(br. s, IH). 7. 60-7. 75 (m, 3H), 7. g6 (d, J = 8 

Hz, IH), 8. 21(d, J = 5Hz, IH), 10. 42 (s, IH) 
15 mn-^mmeO : (S) - 4- i^yi^J\y:t^iytiJVTr^-JVT^J) -N- (1 

H-tPP [2, 3-b] \i^)if>-4~^ JV) ^>ti^u-7>-7 -^JlTfy^-*)- . 



(S) -4- {^>i^J]/yir^i/ti)Vn'^=-?V7'5. yf) -N- {1- [2- (hU 
20 KPP [2, 3-b] IT U >- 4 ->f M ^ 

:ti'PV^- 7 -*;i/;J<^-t?-5> K (1- 0 2 g) t 4^^^^i?:t^1t 
(3 0ml) $J)n^> ^a-CSI^F^mi^ Ufco mmmWL^a^ (10 0ml) 
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O;0>ISI»atU «faiUfc«eS%«MSlt-*Ci:C«t D (S) -4- {^y 
p;V:t^i^tlJ\/n'^—JlT^y') -N- ( 1 - 1 KP:3ri^>^^;H^PP [2. 3- 
b] t'J i;>-4-'f;i/) ^;?|-^^ov>- 7-*r;i/;tf=^tf^ K0|ft^^#j^ 7 6 

5 ^t>nfc (S) -4- i^>i^)V:ir^iyi])^^^=.)VT^ jf) -N- (1-tH 
P^r^^^;i/t:DD [2, 3-b] t:US;>-4-'f ;i/)^:*-^DV>-7-* 
;U3K^r-9-^ K (7 6 6m&) i&^d' (10ml) iiT^h^tKP^^V' 
(2 0ml) tSUfLv B^K:M-Ue/A (5. 0 Og) OzK^ift ( 3 0 m 1 ) 
jQ^-feo c:®Sii6m*a«ST-C5l^Baifti^U ^tafc:HLfc«> * (100m 

10 1) «finiLfe, *fmufc<ieS*illSt-rscii:t:J:t), BfitJCD (S) -4- ('<>. 

y) -N- (IH-KPP [2, 3-b] tUS^>- 
4-^;V) ^:d-e7PV>-7-*;UJKi|r-9-^ H 5 0 4 mg *JftJife®G3f*:Ji 

^H-NMR (40 0MHz, DMSO-da) 
15 6 = 2. 23 (br. q, J = 6H2, 2H) , 3. 20-3. 3 0 (m, 2 

H) , 4. 93 (br. q, J = 6Hz, IH) , 5. 20 (s, 2H), 6. 

8 4 ( s, 1 H) , 7 . 3 5- 7. 5 5 (m, 7H) , 7 . 7 1 (d, J = 5 H 

Z, IH), 7. 73 (d, J = 9Hz, IH), 7. 80 (s, IH), 8. 

05 (d, J = 8Hz, IH), 8. 24 (d, J = 5Hz, IH), 10. 4 
20 3(s,lH),11.69(br.s,lH) 

mm-^^me l : (S) -4- ('05^;U;r#i'*;i'Jt?-;PT^>') -1, 1- 

s^)4"=^'>-N- {1- [2- ( h 'jy^;w'>y;i') 31 i^pp [2, 

3-b] l^U i?>-4-^;U} ^;ti'PV>- 7-*r;i':1?^-9-^ H 
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NHZa 




A-Tlyf - 1- [2 - (h 'J7U) x h^r->;»«f-;U] tTPO [2, 

3-b] l^Ui?> (7 6 2ing) t (S) - 4- (-^^ i^;U;t^«>*;U3t?:x;i/7 
^y)-!, 1 -i'3t-:^>'^^i'PV>- 7 -3!j;i';tt>^ ( 1 . 09g)^fflV^ 
5 M*^^^0y9 iil^m©SJ5&Sif^<&fTSi5c:i:t;:J: !3Sfl??® (s) -4- 

;]/:4-^S/*;i/;r?^;i/7'^>') -1, l -i?:t:¥S/-N- {1- [2 - (bU^^ 

;i/5/y;p) ^ trap [2, 3-b] i;2^>-4->f ;u> 

pv>-7-*;V7jf^1t^ h-8 4 Omg?&^fl^|R^J&@(*:2iUt:?§fco 
»H-NMR (4 0 0MHz, DMSO-de) 

10 S = -0. 09 (s, 9H) , 0. 83 (t, J = 7Hz, 2H) , 2. 40- 
2. 50 (m, 2H), 3. 52 (t, J = 7Hz, 2H), 3. 60-3. 8 
5 (m, 2H) , 5. 14 (s, 3H), 5. 63 (s, 2H),6. 81 
(s, IH) , 7. 3 5-7. 4 5 (m, 5 H) , 7. 5 0-7. 6 5 (m, 2 
H), 7. 67 (d. J = 4Hz, IH), 8. 15-8. 25 (m, 3H), 

15 8. 41 (s, IH), 10. 79 (s, IH) 

mU'^^m6 2 : CS) -4- (-^>i^;U7}-^S/:i7;U7t?-;U7'^ y) - 1 , 1- 
i;;i-=J|r'>-N- (lH-t:ap [2, 3-b] lf»JS^>-4 — ( )U) 
>-7 -tDVir^^V^ K 
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NHZa 




(S) -4- ('<>s;;i/:i-^[^i/*;i/5l?-;UT^>') - 1, l-5^:^-=5p^'-N- 
{1- [2- ihV^^)Vi^*)J]y) 3^h^5/^^;i/] l^PD [2, 3-b] l^U 
4-^ )\/} 5^:i-^PV> - 7-:i7;VJJ^:^-9-$ K (8 3 5mff) AB^M. 
K2;:i-^-9-> (2 Oml) i3J:t5i^it:^ h U (5. 0 0 g) *^V^M<e^^fiK 
fi^6 Oi:^a©KI&«{t*ff3&-5ii:t:J:Daa?I© (S) -4- i^>i?)l^:t^ 

i^iiji^^r^^juT^^) -1, 1 -^^3^:^5/-N- (ih-i^pp C2, a-b] 

tf »;i?>-4->f ^rti'PV^- 7 -*;u#4r1t^ H 5 1 3mg*«iS[€i*R 
^H-NMR (4 0 0MHz, DMSO-ds) 

d=2. 4 5-2. 5 5 (m, 2 H) , 3. 6 0-3. 7 5 (m. 2H) . 5. 
13 (s, 3H), 6. 72 (s, IH), 7. 30-7. 50 (m. 6H) 
7. 59 (d. J = 7Hz, 2H), 8. 10-8. 25 (m, 3H), 8. 3 
9 (s, IH) , 10. 7 2 (s, IH) , 1 1. 6 4 (s, 1 H) 

jlS*4^)E^fi^6 3 : 4-b H p ^i/- 8 p v > - 7 - A 



OH 




eE55ICD:5^(Ge r. Of f en. DE 1 9 5 3 2 3 1 2 A16 WO- 
9 7 0 9 3 2 7 Al)t:iD'&^Ufe8-^^;v-4-;r=¥V^:ti7p-^>- 

7 (3. oog) tjkMibJt^^M^h V d^J^ (4 8 
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*H-NMR (4 0 0MHz, DMSO-dg) 
5 <S=1. 90-2. 10 (m, 2H), 2. 34 (s, 3H), 2. 95-3. 
05 (m, IH), 3. 10-3. 20 (m, IH), 3. 81 (s, 3H)., 
4. 62 (br. s, 1 H) , 5. 51 (d, J = 5Hz, IH). 7. 33 
(d, J = 8Hz, IH) , 7. 40 (d. J = 8Hz, 1 H) 
mn-^mme 4.: h*-8-^?-;i/5^:ti'PV>-7-*;i/7it>^;!t^;k 

10 . 




4 - k Kd:^>>- 8 -p(^;i/^:r^p v>- 7 -A;i/;t?>^y ^;i/x.;^5^ji/ 
(3. OOg) K (6. 9 3.g) hi, 8-2;71f 

t:S/;?P [5. 4. 0] '>>7=-b> (3. 8 3g) *ffll^JS3|B^■&fiS6«2 il^tS© 
15 SJte^ft*ff«:acifct:J;t) iWa)4-7'S^ H- 8 -p«^;i/^:t^D 7 - 

*;i/;j?>^^^;i/ai;^5^;KD3ia^^ife)3. 3 5 g^mn^f^^^ntx^xntz. 

*H-NMR (4 0 0MHz, DMSO-dg) 

<y=l. 85-2. 00 (m, IH). 2. 20-2. 3 0 (m, IH). 2. 
33 (s, 3H) . 3. 0 0-3. 2 0 (m, 2H) , 3. 82 (s. 3H) , 
20 5. 03 (br. s, IH), 7. 29 (d, J = 8Hz, IH), 7. 43 
(d, J = 8Hz, IH) 

Bm-^^mQ 5 : 4-T^^-8-;<?-;i/f^5r^p-^^'-7-*;i/3}^>^p<^;V 
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4 -TP Y-8 -/'^JV'f-:i-^n-^>-7 -i3)]/7fi>m^^)\^3UXy'Jl<Dm^ 
3 5 g) hhvy y^-Jin-y^y ^ y {4. 9 5 g) *fflV^JS*^•&ri^€W 

»H-NMR (4 0 0MHz, DMSO-da) 

d=l- 85-2. 00 (m, 2H), 2. 33 (s, 3H), 2. 90-3. 
00 (m, IH) , 3. 15-3. 25 (m, 1 H) , 3. 79 (s, 3H) , 
3. 90 (t. J = 5Hz, IH) , 7. 33 (d, J = 8Hz, IH) . 7. 
10 3 7 (d. J = 8Hz, 1 H) 

mn-^^me e : 4 - (t e r t-yh^tyi3)\yn'^-jvTS.^) - a 




15 (2. 6 0g) U t^A- ( 1 . 8 0g) ili?- t e r t 

*;U7i<^-b (3. 3 6 g) *fflV>J^^6t-a'*d&0«I5 1 i:ra»CDSJ«J*»f^*ffft . 
•5^:i:fcJ;b@fi«J®4- (t e r t -:/b^i/*;U7jf:r;i/7'^ y') -S-ii^;!/ 

^H-NMR (4 0 0MHz, DMSO-de) 
20 6= 1. 42 (s. 9H), 2. 02 (br. s, 2H), 2. 34 (s, 3 
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H), 3. 08 (br. t, J = 7Hz, 2H), 3. 81 (s,, SH) , 4. 
70 (br. s. IH) , 7. 17 (d, J = 8Hz, 1 H) , 7. 40 (d, 
J = 8Hz, IH), 7. 47 (d, J = 8Hz, 1 H) 

i^*4^J^^J6 7 : 4 - (t e r t - y h^i^ibJUTH-^Vr ^ ) -8->^;i/^ 



4- (t e r t-:rh#2/3bjl/*:ci;i/7^y) - 8 -pt^;i/^;^-^.D v>- 7 
-i3JliP>my^^)l3^7>^Jl'(2 . 7 0 g) i:j^SI*U«^A (4. 4 2 
g) %fflV^J^3^-&fi8flHl6 i:|Rl€|©Sji&IS#*firS:^Ciaifc:J;b SWC04- (t 
e r t - :/ h i^:i7;i';K-;i'7' 5 - 8 - ^ p v > - 7 - iiJUJ^y 

mi. s 0 g^m^i^^mtLxmco 

'H-NMR (4 0 0MHz, DMSO-de) 

6=1. 42 (s. 9H) . 2. 02 (br. s, 2 H) ,2. 37 (s, 3 
H), 3. 07 (br. s, 2H). 4. 70 (bp. s, IH), 7.15 
(d. J = 8Hz. IH). 7. 35-7. 50 (m, 2H), 12. 91 (s 
IH) 

^n-^mi9i6 8 : 4- (t e r t -y h^i^iiJin'^-Jl'T.S. ^) 
N- (4-t U S^;»^;i-i'D-e>-7-*;i/;K^r-»?-^ K 




HN 
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4- (t e r t-:r'^^i/*;l/Ji^:^;^7'^y) - 8 -p<^;u^:r^p-^>- 7 
-ii)V:r^>m (400ing) ii4-r^yt:'Ji^> (9 1. 9ing) t2 
-:i7Dn- 1 -;><^;H:f U'V^e^Aa-i; H (4 7 4nig) ^mi^^mU^^m^ 
3 i:I3S©SJ!St»f^4tT&aii:tibi«)CD'4- (t e r t h=^i/A;i/7t< 

^H-NMR (4 0 0MHz, DMSO-de) 

(5=1. 42 (s, 9H), 2. 03 (br. s, 2H), 2. 19 (s, 3 
H) , 3. 10 (br. s, 2H) , 4. 71 (br. s, IH) , 7, 15- 
10 7. 20 (m, 2H). 7. 45 (d. J = 8Hz. IH),. 7. 67 (d, J 
= 6Hz, 2H) , 8. 45 (d, J = 6Hz, 2H) , 10; 69 (s, 1 
H) 

mn^M6 9 : (R) -4-ti |«a^i/-8-^^;V^:ri'n^>^7-*;i/ 



OH 




8-^^J\/- 4 -;t^i/5^:ti:7 o^> - 7 - (22. 
Og) t (S) -5, 5 -Vy 2 -jf-^Jl- 3 , 4-7*P/'?y-l, 3, 

2-2j-^-tMfj}?D (1. 0Mh;i/3i>jg«i, 9. 3 2inl) i:JJ^^>p«5" 
;u;;<;u7-f K«i«c (2. OMhfUx-^mm. 93. 2ml) S«V'>JS*4^fifcfl'l3 
20 li:KI«©SJ«;af^%ff«:^c2:{cj;0Bfl«lcD (R) -4-t Kd;^'>-8-^ 
o v>- 7 -3t7;W3t?>i8;<^-«/3i;^7';W2 0. 7 g «:iRfe|gffi i: U"C 

^H-NMR (4 0 0MHz, DMSO-da) 

(5=1. 90-2. 10 (m. 2H). 2. 34 (s, 3H), 2. 95-3. 
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05 (m, IH) , 3. 10-3. 20 (m, IH) , 3. 81 (s, 3H) , 
4. 62 (br. s, IH), 5. 51 (d, J = 5Hz, IH), 7. 33 . 
(d, J = 8Hz, IH) , 7. 40 (d, J = 8Hz, 1 H) 

^n-^^m7 0 : (S) -4-ri^ K-8-pt^;^5=-2^i7Dv>-7-*;^7H> 

5 




(R) - 4-t J«p:^S/-8-^^;i/^:ti'a-^>-7-*JUit^>igpi^;Vac 
7.7")]/ (5. 0 0 g) i:s;:7ai-;i/;^:^^y;i/r2; K (11. 6 g) tl,. 8- 
i^T'ifl^i'^n [5. 4. 0] i>>v=-fe> (6. 4 1 g) %fflV^J!l3iB^^^0lJ 2 i: 
10 I^I«l®£jiSSIf^*ff&a:ii:t:J;t)BWffl (S) - 4 -Ti? H- 8 -;;t^Jl/^;^• 
^ p 7 -*;i/nf>ffi^^;i/xX7^;u©j(B5fej5fi#l7 . 8 1 gSgfe^fiifitttl 

^H-NMR (40 0MHz, DMSO-dg) 

6=1. 8 5-2. 0 0 (m, IH) , 2. 2 0-2. 3 0 (m, 1 H) , 2. 
15 3 3 (s, 3H) , 3. 0 0-3. 2 0 (m, 2H) , 3. 82 (s, 3H) , 
5. 03 (br. s, IH), 7. 29 (d, J = 8Hz, IH), 7. 43 
(d, J = 8Hz, IH) 

mm^^mi 1 •. (s) -4-7'^>'-8-^^;i'^2r->:^pv>-7 --*;i/4?> 




(S) -4-7'S^I«-8 -;»<^;P^;i-i'P x'> - 7 - 
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m^^mi 2tnm(D^!ii:Mi'^^mjto:Ltiz^\)sm(D (s) - a-ts,^.- 

5 »H-NMR (4 0 OMHz, DMSO-d,) 

(5=1. 85-2. 00 (m, 2H), 2. 33 (s, 3H) , 2, 9 0-3. 
00 (m. IH), 3. 15-3. 25 (m, IH), 3. 79 (s, 3H). 
3. 90 (t, J = 5Hz, IH) , 7. 33 (d, J=8Hz, IH) . 7- 
3 7 (d, J = 8Hz, IH) 
10 m^l^-^^mi 2 : (S) -4- (t e r t hdf.>>*;V3j?zi;i/r ^ >') - 8- 



(S) ■-4-7^^-8 p V > - 7 

:r.>^5^;U (4 . 5 0 g ) fcj^K* U«>A(3. 14g)i:2;-tert- 
15 h (5. 8 0 g) *MV^il*4-&fife^ 5 1 

f^Sfr'&aciatt J; t) afl?JCD (S) -4- (t e r t h:^r->*;i/>t?-;i'7 ^ 

>») -8-^^;j/f-::*-i5'Dv>-7-*;i/^>K^5^;i'j^;^7^;i'5. 0 4g$M 

^H-NMR (40 0MHz, DMSO-ds) 
20 <y=l. 42 (s, 9H), 2. 02 (br. s, 2H), 2. 34 (s, 3 
H), 3. 08 (br. t, J=7Hz, 2H), 3. 81 (s. 3H), 4. 
70 (br. s, IH) , 7. 17 (d, J = 8Hz, 1 H) , 7. 40 (d, 
J = 8Hz, IH) , 7. 47 (d, J = 8Hz, 1 H) 
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mm^mmr 3 : <S) -4- (t e r t -:/h4rS^*;U5K^;i^7'^>') - 8- 



Ax 



HO 




(S) -4- ( t e r t h^rS/*;i/^-;i/r ^ y) -S-^^^W^TTi'D 
5 v>-7-*;i/:|f>^p<^;i/3;>^7^;i/ ( 5 . 0 0 g) tUMfi U A (6 . 

(S) -4- ( t e r t >') - 8 
>-7-A;i/i?>K4. 0 6 g4l»6J»^B®<*:fcUr^fco 
^H-NMR (4 0 0MHz, DMSO-de) 
10 6=1. 4 2 (s, 9H) , 2. 02 (br. s, 2H) , 2. 37 (s, 3 
H) , 3 . 0 7 (b r . s , 2 H) , 4. 7 0 (b r. s , 1 H) , 7 . 15 
(d, J = 8Hz, IH), 7. 35-7. 50 (m. 2H). 12. 91 (s, 
1 H) 

mm^l^M A : (S) -4- (t ert-zrh^iyti)i'r^-)\^T3,J) - 8- 
15 pt^;i'-N- (4-liUi?;i') ^:t^D^>- 7-*;i/4t:*-1J-^ l« 



(S) -4- (t e r t hA^i^*;!/^^^;!/^* y) - 8 d 
v>- 7 -tiJVif^ym (2. OOg) J:4-7'^>'t:ue;> (582m g) 
i: 2 -^DD- 1 -pt^^-^u^^'Ji^z^e^AS — H (2. 37g) %fflV^Jl*5^-& 
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3fcraaft®Sj6t»f^%fT«i-5^i:t:J;»)a8tj® (S) -4- (t. er t - 

^H-NMR (4 0 0MHz. DMSO-de) 
5 (5=1. 4 3(s, 9H). 2. 04(br. s, 2H), 2. 21 (s, 3 
H), 3. 11 (br. s, 2H), 4. 72 (br. s. 1H), 7. 15- 
7. 20 (m, 2H) , 7. 47 (d, J = 8Hz, IH) , 7. 69 (d, J 
= 6Hz, 2H) , 8. 46 (d, J = 6H2, 2H), 10. 71 <s, 1 
H) 

10 mU^tiimi 5 : (S) -4- (t e r t -:/hdpi/i7;i/5j^-;VT^>?) ^8- 
p<^;i/-l, l-2;;i-df«>^2}-^DV>-7-*Jl/7K>K 




HO 

(S) -4- (t e r t h:^i'Ail/Jtf-;b7$ - 8 d 
v>-7-*;i/7j?>» (2. OOg) l:2KHS06-KHSO;,-K2SO 
15 4 (11. 4g) *fflVNJl3N.-&^0iJ5 5 ii|5lfl|©s:j;&»{'1=?£fr:feac:i:tJ^D 
Bfl<](D (S) - 4- (tert - :/ h ^ y ) - 8 1 , 

1 -i?;r^5/5^vj-i'DV>-7-*;i/;J<>gl2. 2 7 g«J«fiiieai: LTff fco 
^H-NMR (4 0 0MHz, DMSO-d.) 

(5=1. 43 (s, 9H) , 2. 35 (br. s, 2 H) , 2. 75 (s. 3 
20 H) , 3. 67 (br. s, 2H) . 4. 92 (br. q, J = eHz, 1 H) , 
7. 31 (d, J = 8Hz, IH) , 7. 71 (d, J = 9Hz, IH) , 7. 
83(d,J = 8Hz, IH), 13. 40(br. s, IH) 
mm-^fSLmi 6 : (S) -4- (t e r t -:rh:3pi^*;Vjt?-;U7'^>') -8- 
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(S) - 4- (t er t-:/h:^S/A;i/j}?^;i/7'^y') -8-;<^;i/-l, 1 
5 -i^yi-^i^^:t^u^>-7 -fjjl/^ym { 1 . 5 0 g) 4 -T ^ y t U 
i;> {3 9 8mg) i:2-^PD-l-p( 1: U i/ - i> A 3— K ( 1 . 4 
Og) ?&^lNM#4^fi!c««5 3fcIli6©SJi&ia<^*fT*:ac:i:fc:J;t3gd<3CD (S) 
-4- (t e r t -:/h=5FS/*;i/5}?— y) -8-^^;U-l, l-i;:^-* 

'H-NMR (4 0 0MHz, DMSO-de) 

(5=1. 44 (s, 9H), 2. 37 (br. s, 2H), 2. 67 (s, 3 
H), 3. 65-3. 75 (m, 2H), 4. 96 (br. q, J = 6Hz, 1 
H) , 7. 34 (d, J = 8Hz. IH) . 7. 6 5-7. 7 0 (m, 3 H) , 
15 7. 7 7 (d, J = 9Hz, IH) , 8. 49 (d, J=6Hz, IH) , 10. 
9 0 (s, IH) 

mn-^Ml 7: (S)-4-(ter t - y h ^i^i^ I y ) - 8 - 

s^f-Jl-l, 1 -i^:3r:¥^i^-N- ( 1 - h 7a:zi;i/p<^;i/bf^yD [3, 4- 
b] t:';s^>-4->f;i/) ^^i-^ a-7>- 7 -tiJU^^^if-K k 



93 



wo 01/68607 



PCT/JPOl/02132 




(S3 -4- it ert-y]>=^iyi]J\^r^~)lT^yf) - 8 - j^^^Jl- 1 , 1 
-y3r-^2^^:r^PV>-7-*;V^>K (1 OOmg) 1-h 
\)y jL=.)\,/.^)}/\^^^JX3 [3, 4-b] (10 6fflg) k.2-^uu 

5 -1 US^-i^Aa-y K (8 9. gmg) *fflv>j^3|4^fljtfl?!i 5 3 
«l[CDS^S»f^*ff&-5c:i:fcJ;t)Bfi«]CD (S) -4- ( t e r t > 
/Jf-ji/T^y) -8-^^;i/-l, 1 -i';d-^i^-N- ( 1 - h 'J 7 ^ 
;H^^>/p [3, 4-b] U 2^>-4-'f D^>- 7 -*;^J^?^■l^ 

^ K 1 4 5mg*«ijStfi^ai^fl^@<t:i:Li:f#fco 

10 *H-NMR (40 OMHz, DMSO-d.) 

<y=l. 42 (s, 9H) , 2. 34 (br. s, 2H) , 2. 59 (s, 3 
H) , 3. 6 8 (br. s, 2H) , 4. 9 1 (br. s, 1 H) , 7. 0 9 
(d, J = 6Hz, 6H), 7. 30 (d, J = 8Hz, IH), 7. 33-7. 
40 (m, 9H) , 7. 63 (d, J = 8Hz, IH) . 7. 73 (d, J=8 

15 Hz. IH) , 7. 95 (d, J = 4Hz, 1 H) , 8. 54 (d, J = 5Hz, 
1 H) , 8. 6 3 (s, 1 H) , 1 1. 0 7 (s, IH) 

mn-^WLmi S : 4-I1 FD4r2/-6-/^;i'^a|-i'D-^>-7-*;i/7lt>gEy 
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#>^p«^JVat>^5F;v (3. 0 0 g) i:*lg'fti:^'i;^:^ K>J e^A (4 8 Omg) 
1 i: ^«®Sl&aif^*fT'Sc a C t: J: »? B fl<j® 4 - t K D ::^r 

^H-NMR (4 0 0MHz, CDCla) 

6 = 2. 05-2. 15 (m, 2H) , 2. 3 0-2. 40 (m, IH) , 2. 
53 (s, 3H) , 2. 8 5-2. 9 5 (m, 1 H) , 3. 2 5-3. 3 5 (m, 
10 IH) , 3. 88 (s, 3H) , 4. 79 (br. s, IH) , 7, 24 (s, 

1 H) , 7. 7 1 (s, 1 H) 

mm-^^mi 9 : 4-7i^K-6-;/^;i/^:4-^av>-7-*Jl/n^>|g^f^;V 




15 . 4 - h HP=^2^- 6 -.><^;u^;i-i57 p v>- 7 

(3. OOg) iiS?7:c^;i/7nj;^j^U;i/7i^ K (6. 9 3 g) t 1 , Q-Vylf 
\f->^n [5. 4. 0] ^yy'-b^ (3. 8 3 g) ^ffl^^JS3|^-&^^J 2 
Sli&t»f^SfTJ&: -5 CI i: U: J; D B fi«JCD 4 - 7 i> K - 6 - ^ P V > - 7 - 

*;p;f^>^^5^;i/^;^7^>'i/coite^^^^5. O 5 gi&^^feiihtt<feSi: ut^fc- 

20 'H-NMR ( 4 0 OMH z, CD CI3) 

<5 = 2. 00-2. 15 (m, 1 H) , 2. 3 0- 2. 3 5 (m, IH) , 2. 
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52 (s, 3H) . 2. 8 0-2. 9 0 (m, IH) , 3. 2 5-3. 3 5 (m, 
IH), 3. 86 (s, 3H), 4. 60 (br. s, IH), 7. 07 (s, 
IH) , 7. 7 1 (s. IH) 

S3^B^^fi!£^8 0 : 4-7^ y - 6 -^5^;u^;r^'nv>-7 -*;ujK>K^^;1' 



fij&«j(5. 0 5 g) h >;7a:^;U;^;^7>f > (4. 9 5 g) SfflVMS*4-S-J5S0! 

D x'>-7 -;t7;i'^>S&^5^;i'jt;^5^;i/2 . 2 6 UTlffco 
'H-NMR (4 0 0MHz, CDClj) 

<y=l. 51 (s, 2H), 2. 05-2. 15 (m, 2H) , 2. 5 0 (s, 
3H) , 2. 9 0-3. 0 0 (m, 1 H) , 3. 15-3. 25 (m. IH) , 
3. 84 (s, 3H) , 4. 00 (t, J = 4Hz, IH) , 7. 17 (s, 1 
H) , 7. 6 8 (3, IH) 

mn^^m^ l : 4 - (t e Tt-rY^i^i^)\^if^=-)\^7^J) -6-^^)V^ 



(2. 2 5g) i:^»*y't?A (1. 5 7g) t e r t 
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ifjjiif.^- h ( 2 . 9 0s) ^m^mm^^ms i llmw^<oR^^w^fp^nt^i 

^ciJiKiJ: t)Sfl«]CD4- (t e r t ~yh=^^->*;ujJ<-;p7^>') -6-^5^;!/ 

*H-NMR (4 0 0MHz, DMSO-cIb) 
5 6=1. 43 (s, 9H), 2. 05 (br. t, J = 6Hz:, 2H), 2. 4 
1 (s, 3H) . 3. 07 (t. J = 6Hz, 2 H) , 3. 80 (s, 3H) , 
4. 66 (br. s. IH), 7. 13 (s, IH). 7. 4.5 (d, J = 7H 
z, IH). 7. 50 (s, IH) 

mn-^ms 2 : 4 - (t e r t-rmrS/;&;i'^-;P7'^y) -S-pf^^l/^ 

10 3|-i7DV>-7 -A^l/Tj^^SJ 




HO 
0 

4- (t e r t h^S^iajvn'-—)]/T% ^) - 6 -pt d v >- 7 

-*;U5K>K>»<^7U:3:;^5^;U (2. 8 0 jf ) tm&titiO<>Ix (3. 4 4 
. g) ^fflv\]p3p4^^^J6 i:PI«l®S^St»f^«tTft:^ ci:fciJ;b B«ICD4- (t 
15 e r t -::/b=^PS/3b;i/^:r;i/7'^ y ) - 6 d v >- 7 
^2. 4 1 g*^fe«g^i:btt#7to 
»H-NMR (4 0 0MHz, DMSO-de) 

<y = l. 43 (s, 9H), 2. 04 (br. s, 2H), 2. 42 (s, 3 
H), 3. 06 (br. s, 2H), 4. 66 (br. s, IH), 7.11 
20 (s, IH) , 7. 44 (d, J = 9Hz, 1 H) , 7. 49 (s, IH) , 1 

2. 8 6 (s, 1 H) f . 

mn^^mS 3:4 - Ct er t-zr\^:irl/^)V^^~JlT^J) 

N- (4-t';s^;i/) 5^:?r^ox'>-7-*;i/5j^^i^^ b* 
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-*;i/5j?>S? (1. 0 0 g) t 4 - T ^ ^ If V if > i 3 2 1 m g) t2-^ 
DD-l-^^;H:r'Ji?ne7A3-i?K (9 4 9mg) *ffiV^Jl3^4^^^J 5 3 i: 

-FK^) - 6 -;><^;i/-N- (4-t:ui^;v) ^3j-^Pv>-7-*;i/n?^-t>-5 
K 8 3 4 m g *mfeilga ii Ltmfc- 
^H-NMR (40 0MHz, DMSO-do) 

(5=1. 44 (s, 9H), 2. 06 (br. s, 2H). 2. 2 9 (s, 3 
10 H), 3. 08 (br. s, 2H). 4. 67 (br. s, IH). 7. 14 

(s, IH) . 7. 20 (s. IH) . 7. 46 (d, J = 8Hz, IH) , 7. 
69 (d, J = 6Hz, 2H) , 8. 46 (d, J = 6Hz, ZK) , 10. 6 
5 (s, IH) 

mn-^^ms 4 : 4 - (t e r t h ;i/ Jt?— ;i/ 7-^ y) -6-^5^;b- 
15 1, 1 P v>- 7 -*;L'4?>i? 



4- ( t e r t -yh:J^i/*;i/5j?— ^ >') - 6 pv>- 7 
-3b;U7t?>ffi ( 1 . OO-g) i:2KHSOs-KHS04- K2S04 (5. 
7 2g) %fflV^JR!|e^■&^at««l5 5 4:KtllcDjSife»f^*fT«cdCi;td;t) g6<J<Z)4 
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7t^u-^>-7 -itjji>ir^>^i . 0 3 gtim^f^mtiyxntzo 

^H-NMR (4 0 0MHz, DMSO-d,) 

<y=l. 44 (s, 9H), 2. 41 (br. s, 2H), 2. 57 (s, 3 
5 H) , 3. 5 5-3. 7 5 (m, 2H) , 4. 9 6 (br. s, 1 H) , 7. 2 
8 (s, IH). 7. 68 (d, J=9Hz, IH). 8. 14 (s. lH). 
13.37 (br. s, IH) 

mm^^ms S : 4- (t ert-:^h=^S/*;uJt^-;i'7'^y) -6-p<^;p- 
1, 1 -i;2j-:Jfi/-N- ( 4 - u dv>- 7 l« 



4- (t e r t -y h=^S^*;i/Jt<-;i/7'^ y ) -6-^5=-;b-l, 1 -i^:^-^ 
i/^^^u^>-7 -itjju^^>m (950mg) ii 4 - T' ^ ^ \^ V i? > (2 



fflV>lS3l4'&^^J5 3i:|qltlll®SJ!&ISft4^T*ta:ii:t:J;t)e«J0 4- (t er t- 
15 -:/hdF2/3b;b7j^-;i/T^ y ) - 6 1 , l -i?2t-:^£/-N- (4 -l^ 
^2^^Dy>-7-;!7;^;^t^■b■^ K 7 0 Smg^^fei^^i: bT^§fco 
^H-NMR (4 0 0MHz, DMSO-do) 

6=1. 45 (s. 9H), 2. 40-2. 55 (m, 2H), 2. 43 (s, 
3H), 3. 66 (br. s, 2H), 4. 95 (br. s, IH), 7. 31 
20 (s. IH) , 7. 6 5 -7. 7 5 (m, 3H) , 7. 83 (s, 1 H) , 8. 
49 (d, J = 5Hz, 2H) , 10. 91 (s, 1 H) 

mU-^mm8 6 ; (R) -4 - t KD=^r5^- 6 P^>- 7 



10 




77mg) Jl2-^PO - 1 -^^;i/KU S^-<7A3 — K (8 2 Omg) 4 
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OH 




0 



90g) i: (S) -5, 5-2;7i-;U-2-Jp<^;i/-3, 

3, 2 -::d-*1^-ifJi?D U i^V ( 1 . 0 M 4. 19ml) Jl^t^^V 

5 j<5=-;ux;v7-f (2. OM h;i/a:>'^?fl[s 3 1. A^mi) ^m^mn^^ 
1 i:^«l©SJiCt»<^*ff«:^c:a:K:J:t)afi«j(D (R) -4-th*n^i/-6 

»H-NMR (400MHz. DMSO-d,) 
10 <5=1. 90-2.10 (m, 2H) , 2. 44 (s, 3H) , 2. 95-3. 
0 5 (ra, 1 H) , 3. 10-3. 2 0 (m, 1 H) , 3 . 8 0 (s. 3 H) . 

4. 59 (br. 3, IH). 5. 51 (d, J = 5Hz, IH), 7. 32 
(s. IH) . 7. 49 (s, IH) 

mnff^mSl : (S) -4-7'i^K-6-y^;i/^:t^ov>-7-*;i/7f5> 

15 




(R) -4-t l<Ddf-5/-6-^f-;i/^*i'P'^>-7-*;Wi<>'»^^;i/:t 

(8. 0 0 g) ^:*>'7al-;^Jf:;^J^'J;^7•J> K ( 1 8. 5ff)i:i,8- 
i^T'iftre^^D [5. 4. 0] «:7>7^-b> (lo. 2g) *Mv\®3tBj-&fi8;fl^2 1 
20 K»©fiji&aif^*ff35i^ci^t:J;?? BfitjcD (S) - 4 -T'i; K - 6 -^^;^^;^- 
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^H-NMR (4 0 0MHz, CDCI3) 

6=2. 00-2. 10 (m, IH) , 2. 25-2» 35 (m, 1 H) , 2. 
52 (s, 3H), 2. 80-2. 90 (m, IH), 3. 20-3. 30 (m. 
5 IH), 3. 86 (s, 3H), 4. 60 (br. s, IH), 7. 07 (s, 
IH) , 7. 7 1 (s, IH) 

Um^^m^^ : (S) -4-7'^y-6-><^;i/^;^-^D x'>-7->b;w^> 




0 



10 (S) -4 K- 6 -.?«^;i/^:t^Dv>- 7 

;uo*i^fi)G#i ( 1 0 . 6 g) h >; > ( 1 3 . 2 g)SfflirVM 

3is^-&^i^0!ll 2 i:l^a©Sii&Jir'^*fT^j^oc:iit3ctDSfl5© (S) -4-T^y- 
6 -p<^;u^:4-^^DV>-7-*;i'n?>S?/^;bx;^7";V'8. 1 2 gS^fei^jR 

15 ^H-NMR (4 0 OMHz, CDCI3) 

d=l. 56 (s, 2H) , 2. 05-2. 15 (m, 2 H) , 2. 53 (s, 
3H), 2. 90-3. 00 (m, IH) , 3. 20-3. 30 (m, 1 H) , 
3. 86 (s, 3H), 4. 02 (t, J = 4Hz, IH), 7. 19 (s, 1 
H) . 7. 7 0 (s, 1 H) 

20 ISH^-^figWl 8 9 : (S) -4- (t ert-rb:^S/*;i/jJ?--H'7^>') -6- 
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( 8 . 1 2 g) h^mt! 'J«i7A (5. 68g) hi^-tert- 

y^jii^ij}]^^^^- h (10. 5 g) ^mumu^^ms i iin^iosjiSfiii 

5 f^*fT35:ac2ifcJ:t)ge?j© (S) -4- (t e r t -:r h^2/*;i/5j?-;i'7'^ 
»H-NMR (4 0 0MHz, DMSO-ds) 

d=l. 41 (s, 9H) , 2. 03 (br. s, 2H), 2. 40 (s, 3 
10 H), 3. 06 (br. s. 2H), 3. 78 (s, 3H), 4. 65 (br. 
s, IH) , 7. 12 {s, IH) , 7. 4 4 (d, J = 8Hz, IH) , 7. 
4 9 (s. IH) 

JIS3^-&J^90 : (S) -4- (t ert-:/h^->*;w^=;i'7^y) -6- 




(S) -4- (t e r t -7h^'>*;b5t<-;i':?'^>') - 6 -/^;i/^:i-e'P 
v>- 7 -*;u^>K^ ( 8 . 1 0 g ) t^Wt* 'J A ( 9 . 

(S) -4- (t e r t -:^h*5^*;i'5K-;i/r5 y) -6^^^;i/5=-:r^PV 
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^H-NMR (4 00MHz, DMSO-da) 

(5=1. 42 (s. 9H), 2. 03 (br. s, 2H), 2. 41 (s, 3 
H), 3. 05 (br. s, 2H), 4. 65 (br. s, IH), 7. 09 
(s, IH) , 7. 42 (d. J = 6Hz, IH) . 7. 48 (s, 1 H) . 1 
2. 8 5 (b r. s, 1 H) 

mn^^ms 1 : (S) -4 - (tert -:r h :^ri^*;i/5i^=;i/r ^ ) - 6 - 
^5^;i/-N- (4-lfU5^;i/) ^:^-i'P^>-7 K 



(S) -4- ( t e r t -:/h=^i'*;i/^-;i'T^ - 6 -^^;i/^;*-^D 
7 (1. OOg) i:4-T^yi^Ui^> (32 1mg) 
i; 2-:i?PD- 1 i'— C^Aa— h* (949mg) *fflv^J®jist-& 

3}imU(DJ^li5ymi¥^ntjiv^t\^X^B&3<D (S) -4- (t ert- 
:/h=^'>*;vjt?^;U7'^ y ) -6-y^;i/-N- (4 -i^ US^Vb) ^;2l-^p-^> 

^H-NMR (4 0 0MHz, DMSO-de) 

<S=1. 43 (s, 9H), 2. 05 (br. s, 2H), 2. 28 (s, 3 
H), 3. 07 (br. s, 2H). 4. 65 (br. s, lH), 7. 13 
(s, IH), 7. 19 (s, IH). 7. 45 (d, J = 8Hz, IH), 7 
68 (d, J = 6Hz, 2H), 8. 44 (d, J = 6Hz, 2H) , 10. 6 
4 (s, IH) 

mn'^^m9 2 : (S) -4- (t e r t-r h^5/A;^^^-;^7'^y') - 6- 
^5=-;i/-l, 1 -i^2j-^rt/5^;t^ P V>- 7 -*;UJi^>K 



N 
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15 




H0> 

0 

(S) -4- (t e r t -7'h^i^3b;UJJ<-;i/7'^ - G-A^jV^:ti/.o 
•T>-7 -*;i/^>'K ( 2 . OOg) h 2 KH S O 6 • KH S O4 • Ka S O 

4 (11. 4 g) ^mi^^mm-^^md 5 tm^<D&ii^^w^^f7^ji'^ztiz j^t:) 

5 sKjcd (S) -4- (t e r t-:/h^i'*;u5j?-;u7'$>') - 6 1 , 
1 -i;:r^2/^:ti7DV>-7-*;i/^>K2. 2 4 g *|R6*&Si: UT»fco 
*H-NMR (4 0 0MHz, DMSO-de) 

<y=l. 44 (s, 9H), 2. 40 (br. s, 2H), 2. 57 (s, 3 
H), 3. 55-3. 75 (m, 2H), 4. 95 (br. s, 1H). 7. 2 
10 8 (s, IH), 7. 67 (d, J = 9Hz, IH), 8. 14 (s. lH)i 
1 3. 3 5 (b r. s, 1 H) 

mn-^^msz : (S) -4- it ert-:/h^>>tiJViii=.)]yT5.y) -6- 
l-i;;t^i/-N- (4-liUy;i/) d v>- 7 -*;^:i?=¥■ 




0 0 

(S) -4- (t e r t -:r^:^l^s/3t7;^'^t^;^7^ y) -6-^^;i/-i, 1 

-S^;r=^5^^:t;> DV^- 7 (750mg) J:4-7'^>'br«J 
'J> (2 1 8mg) i: 2-i^DD-l-p<^;ut;Ui^-e7A3-y K (6 4 6 
mg) *fflV^iK^B^^BJi0i5 3i:RI«l©Sli&t»f^S:ff«i3ClbtCj; t)BetJ<0 (S) 
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-4- it er t -zr\^:^i/^j\/7ti-)]/T^ ^) - 6 -p<5=';i/- 1 , l-i^;r^ 
'>-N- (4-t:';t^;i/) ^:^-^p-^>-7-*;I/j}?^[^1?-^ H 8 3 emg*^^: 

^H-NMR (4 0 0MHz, DMSO-da) 
5 <5=1, 44 (s, 9H), 2. 40-2. 50 (m, 2H), 2. 42. (s, 
3H) , 3. 67 (br. s, 2H) , 4. 95 (br. s, IH) . 7. 30 
(s. IH) . 7. 6 5-7. 7 5 (m. 3H) , 7. 8 2 (s. 1 H.) , 8. 

48(d,J=6Hz, 2H). 10. 90(s, IH) 
mn-^mmQ 4; (S)-4-(tert - ^ V^i/tuVyT^-^VT ) -6 
10 -;jt.^;b-N- ( 1 - h 'J 7xr:;i/^^;i/t:5 V^p [3, 4-b] liU2^>-4 




(S) -4- (t e r t h=*-S^*;u^-;i'T5 >') - 6 -y^;!/^:^^' D 
v>-7-*;i'^>^ (SOOmg) i:4-7'^y-l-h U 
15 =7'Ju [3, 4-b] l:^';i>> (641mg) ii 2 - p d - 1 U 
-iJ?A3-i^K (4 7 4mg) «rffll^M*4^^fi»l5 3 i:PI|i®S#&^l^*ff«f5 
. C^iUciUSfitjcD (S) -4- ( t e r t y ) -6- 
^^;i'-N- ( 1 - h U 7airL;i»p(^;i/t^\/p [3, 4-b] t:U':^>-4- 
-f-'U) ^;4-^P-^>- 7 H7 6 7 ing*^flii*il^J^@*l^ii 
20 |#fco 

*H-NMR (400MHz, DMSO-dg) 
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d=l. 42 (s, 9H), 1. 95-2. 05 (m. 2H), 2. 23 (s, 
3H), 3. 05 (br. s, 2H), 4. 64 (br. s, IH), 7. 05 
-7. 15 (m, 8H) , 7. 3 5-7. 4 5 (m, lOH) , 7. 88 (d, 
J = 5H.z, IH), 8. 51 (d, J=5Hz, IH), 8. 68 (s, 1 
5 H) , 1 0. 8 4 (s, 1 H) 

mU^^ms 5 : (S) - 4- (t ert-:/h^i^itjJ\/yii-)\^7'^J) -6 
1 -i^3r-4ri/-N- (1- h U7xr:;i//^;i/t:^\;p [3, 4 
-b] >-4-'<;i/) 9-:ti7a-^>-7 -HUVr-^V-^ Y 




10 (S) -4- (t er t-:rh^*/*;i/4?-JVT5>') -6-^^;v-l, 1 
-5?:r=^»>^;ri7DV>- 7 (5 0 Omg) i:4-7'^>'- 1-h 
i;7=cr^;i/^5^;Wk:^\/P [3, 4-b] lfUy> (5 3 0m.g) \L2-i7uu 
^ l-^^;wt:«J i?-':7A3-i^ H (4 3 Img) *fflv^M*5^-&fift^^ 5 3 
cOBt*&i»f^*fT«cdCii:k:J; ») (S) -4- ( t e r t - 3^ h ^i/*;i/'t? 

15 -/bT'^y) -6-;>l^;u- 1, 1 -i^:^-i^5/-N- ( 1 - h U 

l^.^yp [3, 4-b] 5^>-4--r;u) ^;t^PV>-7-*;V'5ff:^1^-^ 
K7 0 6mg«^jtS«l^fl^Hf*ii:l^-C»fc« 
»H-NMR (400MHz, DMSO-d,) 

<5=1. 43 (s, 9H), 2. 30-2, 40 (m, 2H), 2. 36 (s, 
20 3H) , 3. 64 (br. s, 2H), 4. 91 (br. s, IH), 7. 05 
-7. 15 (m, 6H) , 7. 28 (s, IH) , 7. 3 0-7. 40 (m, 9 
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H), 7. 69 (d, J=8Hz, IH), 7. 78 (s, IH), 7. 8 8 
(d, J = 5Hz, IH), 8. 54 (d, J = 5Hz, IH), 8. 63 (s, 
1 H) . 11.94 (s, 1 H) 

mm-^mdS : (S) -4 - (-^>t;f)Vyi-^i^i3)V^^-}VT^ J) -G-;A^ 
5 ;i/5^a»-^D-e>-7 -*;u;t?>K^^;i/3::;^5^;i/ 



NHZa 




0 



(S) - 4- 7'^y-6-p«^;i/^:^-^nv>-7 - 

:i:X^;i/(l. 20g) *5 J:V'<:xe;';i/:t:3lri'*;i/5i? — Jl/i' n ^ K ( 0 . 
8 7ml) 5£ffllMl3K^fi£0iJ4 illll^:feSJi6Slf^4fT«f5 C fct: J; ?) a6<] 
10 © (S) -4- (^>S^;i/::i-:3F-J/*;i/:J?— >/) - 6 -A«^Jl/^:ti'DV 

>-7-*;i/5jt>^^5^;i/3i:;^5^;H . 7 4 gSttifei^^fc Lxfifco 
'H-NMR (4 0 0MHz, DMSO-dg) 

6 = 2. 08 (br. s, 2H) , 2. 39 (s, 3H) , 3. 06 (br. s, 
2H) , 3. 78 (s, 3H) , 4. 74 (br. q, J = 7Hz, IH) , 5. 
IS 07 (d, J = 18Hz, IH) . 5. 10 (d, J = 18Hz, IH) , 7. 
14 (s, IH) , 7. 2 5-7. 40 (m, 5H) , 7. 49 (s, 1 H) 
7.89(d,J = 9Hz,lH) 

mn-^^mdl (S) -4- (^>i?;i/;^-^^'*;i^5jt-;b7^>') -6-;*^ 




(s) -4- ('^>i?;i/2r=^'>*;u5t?-;i/T^>') - 6 -pt^;w^:a-^Dv> 
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-7 -iJ)V^s>m^'^)Vx.7.7-)l' (I. 7 0g) i^^KiJjU'^A (1. 2 6.g) 
*H-NMR (40 0MHz, DMSO-da) 

6-2. 05-2. 10 (m, 2H), 2. 39 (s, 3H), 3. 00-3. 
10 (m, 2H) , 4. 74 (br. q, J = 6Hz, 1 H) , 5. 0 7 ( d , 
J=18Hz, IH). 5. 10 (d. J = 18Hz. IH), 7. 11 (s, 
IH), 7. 25-7. 40 (m, 5H). 7. 49 (s, IH), 71 88 
(d. J = 9Hz, IH) , 12. 86 (s, IH) 
m^^^mSS : (S) -4- (^yi^)U:t^i/itjjV7ti-)VT^ ^) -6-p<^ 



(S) -4- i^>i^}\/7t^i/itJ)V^>=-JV'F<.f) - 6 -^^;i/^;^-^PV> 
-7-*;V5t?>g? (750mg) ^2KHSOs-KHS04'K,S04 (3. 
8 7 g) *^V^M3N^'&E&0>! 5 5 iiig^cDSJi&tRftfefTS "5 :i iit^ct b Sfi«)® 
(S) -4- i^yi^J]/^^i^itjJ]y^^-)i^T^ y) -6-^^;i/-l, 
^i/^:j-^n-r>-7 -*;i/Ji?>ffi7 6 5 mg S:JRfei»^^@i*iiiUT#fco 
»H-NMR (400MHz. DMSO-de) 

<5 = 2. 35-2. 50 (m, 2H), 2. 54 (s, 3H), 3. 55-3. 
80 (m, 2H). 5. 01 (br. s, IH). 5. 11 (s, 2H), 7. 
29 (s. 1H). 7. 30-7. 40 (m, 5H), 8. 08 (d. J = 9H 
z. IH) , 8. 14 (s. IH) , 13. 38 (br. s, IH) 
Jg^S^•&^0l| 9 9 : (S) -4- {^>-yjV:t^i/iJ)\^^^-}\^T\j) -6-^^ 




NHZa 



HO 
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l-i;;i-^->-N- {1- [2- (h>J^5";Vi/'j;i/) xh^->^^ 
tfDD [2, 3-b] lfUS?>-4--f;i/} ^sTi' P 7 -*;i/5t?^V 



NHZa 




5 4-T^>'-l-C2 - ( h UJb) :c-h^i^/-9-J]/'\ tTDD [2, 
3-b] (4 7 2mg) t. (S) -4- i^>V)V:t^i^ia)\^^^-)\^7' 

^yf) - 6 -pt^^V- 1 , 1 -i^:t^r5'^:t^av>-7 (7 0 0 

mg) ^mi^mm^^m9iimm<Ds.}:&mv^^ntj:-^^ik.izx\)mm<D (s) - 

10 -{l-[2-(h VA^)]y>> >;;i/) 31 l^DD [2, 3-b] \^ 

Ui^>-4--f;b} ^:ti'PV>-7-*;V'5t?^1t^ KOffi^JE&^S 3 9meSr 

»H-NMR (40 0MHz, DMSO-dg) 

<y=-0. 0 9 (s, 9H) , 0. 75-0. 85 (m, 2H), 2. 40-2. 
15 5 0 (m, 2H) , 2. 50 (s, 3H) , 3. 4 0-3. 5 5 (m, 2 H) , 

3. 55-3. 75 (m, 2H), 5. 00-5. 20 (m, 3H), 5. 6 

1 (s , 2 H) , 6 . 8 5 (s, 1 H) , 7. 3 5 - 7. 4 5 (m, 5 H) , 7 . 

54 (d, J = 3Hz. IH), 7. 80-7. 90 (m, 2H), 8. 10- 

8.2 5 (m, 3H) . 10. 8 2 (s, IH) 
20 mii4^JE!efi«J 1 0 0 : (S) -4- ('^>y;i'xf ^i'*;i/'t^-;i'T ^ ) -6->< 
1 -i?;t=5r'>-N- (IH-tOP [2, 3-b] t:U2^>-4 — f 
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IZa 



(S) -4- (^:yV}\/:t^i^iiJ]/7fi-)\/l'5. J) -6-^^;i/-l, 
:4-dr5/-N- {1- [2- ( h U^^Jbi'Uil/) h tOO [2. 

3 -b] 'J i^^-- 4 JV} P 7 -*;U5}?^-t?-^ KCD^S^fiS^ 

(8 3 9mg) h4ia^ffiffis;:r^1^"> (2 0ml) *5 J;t/.fi^S?^^ h U -i? A {5. 

(S) -4- ('><>s^;i/>i-:^'>*;i/4?-;u7'^y) -.6-^^;p-1, l-i^:t 
df.,>_N_ (iH-l^PO [2, 3-b] trUy>-4->r;b) ^ri-e^D-^^- 
7 - *;b^^-t)- ^ K 4 0 7 m g i: U■C^#fe» 

^H-NMR (4 0 0MHz, DMSO-da) 

(5=2. 40-2. 50 (m, 2H), 2. 41(s, 3H), 3. 65-3. 
70(m, 2H),5.04(q, J=6Hz, 1H),5. 13(s. 2 
H) , 6. 76 (a, IH) . 7. 3 0-7. 42 (m, 7H) , 7. 78 (d, 
J = 5Hz, IH) . 7. 80 (s, IH) , 8. 15 (d, J = 6Hz, 2 
H),lQ.73(s,lH),11.62(s,lH) 

^Uft^m 10 1 : 6-^PO-4-t: \t a:^i/^:i^i7 a^y - 7 --bJVTti^Wt 



0 

*f>ift^^;i/ai>^7^;i/ (1. OOg) ii7K3flfti4^'^lK:M- U "^A (14 7ing) 
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'H-NMR (4 0 0MHz, DMSO-da) 

(5= 1 . 9 5- 2. 0 5 (m, 2H) , 3. 00-3. 10 (m, IH) , 3. 
10-3. 20 (m, IH) , 3. 82 (s. 3H) , 4. 61 (br. q. J 
= 5Hz. IH) , 5. 69 (d, J = 5Hz, 1 H) . 7. 50 (s, 1 H) , 

7. 5 2 (s, 1 H) 

JS3|4-&f!!6^ 1 0 2 : 4 -TV Hf-e-^nu^yt^n-^lf-l -ii)\/iti>m^9- 




0 



(7 5 0mg) h* (1. 6 0g) fcl, S-i^r^f 

t!5^^D [5.4. 0] -^VT^-fe^ (8 8 5mg) %ffiV^Jl^*4'&^fl^ 2 h^^O) 
fi/iS^f^ * fT«: 3 c: K: J: D a 4 - 7 K - 6 - 4? D n P V > - 7 - 
*;i/5j^>^^5^;VJ^;^5^;KD3ffl^fi£1?3 5 l 3ing^ltfe?dltft^Mi:U-Cl#fc. 
'H-NMR (4 0 0MHz, DMSO-dg) 

6= 1. 95-2. 05 (m, IH), 2. 20-2. 30 (m, IH) , 3. 
0 0-3. 10 (m, 1 H) , 3. 10-3. 2 0 (m, 1 H) , 3. 8 3 (s 
3H), 5. 03 (t, J = 2Hz, IH). 7. 58 (s, IH), 7. 63 
(s, IH) 

mm-^^mi o 3 : 4-7'^>'-6-:?pp^;ri'p^>-7-*;p5j?>^x^ 
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MeO 




(5 1 3mg) >L h U7i-JI/;n:^7^ > (1. 1 4g) *ffl^^JI^*^-^fift0!l 

5 P^>- 7 -*;P;t?>»7<5^;UJi:;^5^;i/4 1 5 mg Ltf&ifeo 
^H-NMR (40 0MHz, DMSO-de) 

<5= 1. 8 5- 1. 9 5 (m, 1 H) , 1. 9 5-2. 0 5 (m, 1 H) . 2. 

0 5 (s, 2H), 2. 95-3. 05 (m, IH), 3. 10-3. 20 (m, 
IH). 3- 81 (s, 3H), 3. 82-3. 86 (m, IH), 7. 47 
10 (s, 1 H) , 7. 6 3 (s, 1 H) 

m.^'^^m 104:4-(tert - ^ h ^ y ) -6 - ^Dn 

^;ri'pv>- 7-*;i'Jtf>ffi><^;i/jc;;^7^;.b . 



0 

15 (4 0 Omg) iimWtiJ U'^A (257mg) ki^-tert - fi-}\/^J 

(4 7 3mg) *fflV>lR^Bt-^fi&0«l 5 1 i:l^»CDSjei«f^«:fT* 
•5Ci:fc«fct) ae«j©4- (t e r t -:r hdf.s/5ti;v^-;UT^ -6-»nu 
^;t^o x-^- 7 -*);i/4t>^pt^;i/a:;^5";i/7 2 6 m g ^MSlSSai: bT^feo 
'H-NMR (40 0MHz, DMSO-do) 

20 (5=1. 42 (s, 9H) , 1. 95-2. 10 (m, 2H) , 3. 00-3. 




112 



wo 01/68607 



PCT/JPOl/02132 



20 (m, 2H) , 3. 82 (s, 3H) , 4. 67 (br. s, 1 H) , 7. 
30 (s, IH). 7. 51 (s, IH) , 7. 53 (d, J = 8Hz, iH) 
mi^-^ESim 105:4-(ter t - ZT V J\/7n-}]/T ^ ^ ) - 6 - li^DD . 




5 0 

4- ( t e r t -:r h^S/A;b7t^^JVT^ y) - 6 P D^;t^ P 7 

-*;i/^>M;»< ^;ux:;^7^;i/ ( 7 0 O mg) ^J^^* U i!; A (541m 
g) *ffiv>ll^s^^fiK^J6 JiI^tll®SJi&t»{^*tf*:ac:ai::J:t)a«e®4— (t 
e r t - y h^i'*;i/5t?-;P7'^>') - 6 - i7P D5^:r^PV> - 7-*;i/^> 
10 i?4 2 4rag$M6)Sgai:LTf#feo 

*H-NMR (4 0 0MHz, DMSO-da) 

6=1. 42 (s, 9H), 1. 95-2. 10 (m, 2H), 3. 05-3. 
15 (m, 2H), 4. 66 (br. s, IH), 7. 27 (s, IH). 7. 
47 (s, IH) , 7. 52 (d, J = 8Hz, IH) , 13. 39 (s, 1 

15 H) . 

mm-^mm lOe :4 - (ter t-:/ V=^i^±i)\^^^:=-)Vr^^) 
- N - ( 4 - 1^ 'J i>;i/) P V > - 7 - *;i'Ji^^r-9- ^ F 




4- ( t e r t h^ri'*;u;}?-;i':7'^ - 6 -i' p p^;^-^' p 7 
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-*;U5j<>ffi ( 2 0 Omg) t4-'T^yi^Vi^> (54. 7mg) HZ 
-^PO- 1 -^5^;H^';i^-'>A3 — $^ K (17 8mg) *ffiV^Jg3^s^"&^0y 5 
3 hmmoS.mmi^^nti^ :i t\^X \> efltj©4- (t e r t -:/h^5/*;i/iJ? 
=.)\^7'^J) -6-^nD-N- (4-liUy;v) 7 -*;i/Ji^=s^ 

ii-^ h-2 5 4mg*«lfij«^?^H<*i:LTI#fco 
^H-NMR (40 0MHz, DMSO-d,) 

6=1. 43 (s, 9H), 1. 95-2. 15 (m, 2H), 3. 12 (br. 
s, 2H). 4. 68 (br. s. IH), 7. 30 (s. IH). 7. 35 
(s. IH). 7. 57 (d. J = 8Hz, IH), 7. 65 (d, J = 6Hz, 
2H) , 8. 47 (d, J = 6Hz, 2H) , 10. 85 (s, IH) 
mP^^^mi 0 7 : 4- (t ert-:/h:^i/*;i/JK-;i/T5>') -e-i'DD 
-1, 1 -i;:^^->^:t^PV>-7 




4- (t e r t ^VT"^ >) - 6 n d^:*-^ D v>- 7 
- *;U4?>ii (175mg) i:2KHS0s-KHS0,-KjS0^ (93 
1 mg) *fflV^lS3|B^-&^£0l|5 5 J:H:^CDSJS&«f^*fT«:a C ^{3 J; »>gflfjcD 4 
- {t & rt-':/Y^*^±J\^if^=')^T^ J) -6-^PD-l, l-i^^J-^i/^ 
:i-(^DV>- 7-*;i/Jt?>i^l 8 Omg*JlRS|gSi: LT^feo 
^H-NMR (400MHz, DMSO-da) 

<5=1. 43 (s, 9H) . 2. 41 (br. s, 2H) . 3. 60-3. 80 
(m, 2H) , 4. 96 (br, q, J = 6Hz, 1 H) , 7. 46 (s, 1 

H).7.74(d,J = 9Hz, 1H).8. 12(s, IH), 13. 91 
(br. s. IH) 
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Ii**'&fi60y 108 :4- (ter t K ^) - 6 -i/op 




4- ( t e r t - 6-^DD-l, l-s;:^^ 
5 i/^;r^DV>-7 -:^j;U4t>K (ISOmg) J:4-T^yK';i^> (4 
5. Img) ^ 2-^PO- 1 -^^;Hi iJi^:::e7A3 — K (14 7m&) 

^m\*>mn^^ms 3bmm(OEimm^^n^'D^h.i::j:\)mm<D4- (ter 

t-:;^ h^iy*fV^—J^TS,y) -6-^dp-1, l - i;:i-#2/-N- (4- 
2^;U) ^:i-e7P^>-7 - 3b;V5t?^i?-.^ I« 1 9 1 mgSIRIfeJ^Si: bt^ffco 

10 »H-NMR (4 0 OMH z, DMSO-de) 

d=l. 44 (s, 9H), 2. 40-2. 50 (m, 2H), 3. 65-3. 
80 (m, 2H), 4. 99 (br. q, J = 6Hz, 1H)> 7. 48 (s, 
IH), 7. 65 (d, J = 6Hz, 2H), 7. 81 (d, J = 9Hz, 1 
H), 8. 00 (s, IH), 8. 49 (d, J = 6Hz, 2H),. 11. 07 

15 (s, IH) 

mU-^^miOS : (R) -6-e7PP-4-t HP='fi^^:t^PV>-7-* 



OH 




0 

6 _^OP-4-:t=J|r->5=-2|-i^PV>-7-*;U5}^>^^^-'V:J^;^5^;i/ (5 . 
20 OOg) t (S) -5, 5-':^7x-;i/-2-/^;i/-3, 4-7'pyW-l, 
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3, 2-:t^1fif5l^D (1. OMh;i'X>?g?ft, 1. 9 5ml) 

;A^)V7.)17 ^ Y^ii^ (2 . OMh)l:^>mWL. 14. 6ml) S^VN|K3|st-&^. 

m3 ihLmm<Djx.fi&mi^^n^^^tiz^y)^m(o (r) -6-^oo-4-t 

^H-NMR (4 0 0MHz, DMSO-de) 

<5=1..9 5-2. 05 (m. 2H), 3. 00-3. 10 (m, IH), 3. 
10-3. 20 (m, IH), 3. 82 (s, 3H), 4. 61 (br. q, J 
= 5Hz, IH) , 5. 68 (d, J = 5Hz, IH) , 7. 50 (s, 1 H) , 
7. 5 2 (s, 1 H) 

m^-^i&mi 10: (S)-4-7'J^K-6 -i' DO^;^-^^ D-7>- 7 - AJl/'t? 




0 



(R) - 6-t5'DD-4-b FP=^3/^;r^'P^>-7-*;i/^>i&^?';i':t 
(3. 5 0 g) JiS^7 3tr:;w:t:>^3^ij;V7'S^ K (7. 43 g) ill, 8- 
S^y'iftri/^ D [5. 4. 0] ii7>7^-b> (4. 1 0 g) ^mi^MH'^sSum2 h 
l^«icDiR*S«f^*tT'5:^cii:fc=J:t)Bfi<IO (S) - 4 -Ti^ K - 6 -^^7 p b^:?}- 
i^pv>-7 -*;VjH>Kpt^;U3i;^5^;u©«l^fifc1fel . 3. 2 g *Mfe«l*ft^H 

»H-NMR (4 0 0MHz, DMSO-d,) 

(5= 1. 9 0-2. 0 5 (m, IH) , 2. 2 0-2. 3 0 (m, 1 H) , 3. 
0 0-3. 10 (m, 1 H) , 3 . 10-3. 2 0 (m, 1 H) , 3, 8 3 (s 
3H), 5. 04 (br. s, IH), 7. 59 (s, IH), 7. 63 (s, 
IH) 
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mU-^mmi l l : (S) -4-7'^y-6-^OD^;ri'DV>-7-*;b7n 



0 

(S) K - 6 -i'PD^;f ^P"x'>-7^*;u>1?>Kp<?-;I/3:^7^ 

5 )V(Dm^^<m(l. 3 0 g) i: h U 7i-;i/:!j:^7>f > ( 1 . 8 0g)<fefflV>JP 

^H-NMR (400MHz, DMSO-de) 
10 <5= 1. 8 5- 1 . 9 5 (m, IH) , 1. 9 5-2. 0 5 (m, IH) , 2. 
04 (s, 2H) , 2. 95-3. 05 (m, IH), 3.'lO-3. 20 (m, 
IH), 3. 81 (s, 3H), 3. 81-3. 85 (m, 1 H) , 7 . 4 T 
(s, IH) , 7. 6 3 (s, IH) 

mn-t^mi 12: (S) - 4- (t er t-:/h=^>*)V^.-jlTS,j') -6 

15 -^DD^rt^ D-r>- 7 -*;v^>^^^;uai;^7^>»u 



(S) - 4-T ^ - 6 - ^ uu^:^i7 n^> - 7 -*;bJP>K^^;i/ 
x;;^5^;i/ (1. OOg) tmrntiVyi^ (6 4 3mg) i:2^-tert- 
• (1. 18g) $fflVM^iji4^figi?iJ5 1 

20 * fr & -5 CiltC Jt t) BO*)© (S) -4- (t er t - h =^:^*;U5}^-;U7' ^ 




NH. 
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»H-NMR (4 0 0MHz, DMSO-d,) 

6=1. 4 2 (s. 9H) , 1. 9 5-2. 15 (m, 2H) , 3. 0 5-3. 
5 15 (m. 2H) . 3. 82 (s. 3H) , 4. 67 (br. s, IH) . 7. 
29 (s. IH), 7. 51 (s, IH), 7. 53 (d, J = 8Hz, IH) 
mm^mmi 13:(S)-4-(t e r t - r h^t^'iti j]/ni=.)V7 ^ ^) -6 




0 



10 (S) -4- {t ert-zrb^i^i3J^^^~J\^TK>f) - 6 -'iP ti ci=^yt^ v 

v>-7 ( i . i o g) ii^iJ* u a (84 

(S) -4- (t e r t ^l/T'^y') - 6 -^^ D p^:^^' n v 
>-7-*;i/;t?>g?9 2 Img^feMfelSSilL-C^fc- 
lS >H-NMR (4 0 OMHz, DMSO-ds) 

(5=1. 42 (s, 9H) , 1. 95-2. 10 (m, 2 H) , 3. 05-3. 
15 (m. 2H) , 4. 66 (br. s, IH) , 7. 27 (s, IH) , 7. 
48 (s, IH), 7. 51 (d, J = 8Hz, IH), 13. 40 (br. s, 
IH) 

20 lS3|Sfr-&^fify 1 1 4 : (S) -4- (t er t-yh^P2/*;VJj^=;i/:?'5>') -6 
-i^DD-N- (4-tiUi^;i/) ^;r^PV>- 7 H 



118 



wo 01/68607 



PCT/JPOl/02132 



15 




(S) -4- itert-:fh^'^fJ)\^n^=^)VT^>f) - 6 -i7DPf^:^^D 
v>-7-*;Uj}^>® (250mg) i:4-7^>'tr»;i?> (68. 4m 
g) 2-^^PD-l-/^;n;'JS^— "^AB— (2 2 2mg) 4ffll>M 

5 m^mms3ilmU(DS.J!t^mi^^ntiio:it^z^^m&o(o (s) -4- (ter 

t ^VT"^^) -6-^PP-N- (4-1^ 'J 
•7^-7 -itjj\/Hi^-^5. K 3 1 7mg^ll86i8l^?l^@^i:UTl#fco 
»H-NMR (400MHz, DMSO-dg) 

i5 = l. 43 (s. 9H), 1. 95-2. 10 (m. 2H) , 3. 12 (br. 
10 s, 2H) , 4. 68 (br. s. 1 H) , 7. 30 (s, IH) , 7.. 35 

(s, IH) , 7. 56 (d, J = 8Hz, 1 H) , 7. 65 (d, J=6Hz, 
2H), 8. 47 (d, J = 6Hz, 2H), 10. 85 (s. lH) 
f^n^^mi 15: (S) -4- (t e r t h ^ y ) -6 

CI. 
HO. 

d 

(S) -4- ( t e r t >') - 6 -i^PP^al-i'n 

^>-7-*>»U^>^ (450mg) i:2KHS06-KHS04-K2SO 

4 (2. 42g) >&ffll^/l)^s^^fia^J5 5i:TO©S;i&^f^*fT'&dili:t:j; t) 

^mcD (S) -4 - (ter t - >^ h ^ ^ ) - 6- i^PP-l, 
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*H-NMR (4 0 0MHz, DMSO-da) 

<S=1. 43 (s, 9H), 2. 40-2. 50 (m, 2H), 3. 65-3. 
85 (m, 2H), 4. 9 7 (br. q, J = 7Hz, IH), 7. 45 (s, 
5 IH) . 7.. 74 (d, J = 9Hz, IH) , 8. 12 (s, 1 H) , 13. 9 
1 (br. s. IH) 

mn-^^mil6: (S.) -4- (t er t-:^h=*rS/:?!3;U:J?-;i/T^>') -e 

-i'DD-1, i-p7t^iy-N- ( 4 - >;?;w) ^;td'pv>- 7 



(S) -4- itert-yh^i^it}jl7r,-;u7's.^) -6-^pp-1, 1 
-V:t^i^^:ti^u-^y-7 -tDViH^m (250m g) }i4-T^J\^^) 
S?> (6 2. 6ing) I: 2-^PP- l-;'«^;i/l^US^-'>A3-2;i« (20 
3mg) *fflVAlS44-&^«W5 3i:ll«ft«0SJ&l»f^?fe^f&e) C:i:t:J:t)a«J<0 
15 (S) -4- (t e r t y ) -6-<>pp-1, 1- 
S?;i-=Jlri'-N- ( 4 - U i^JU) ^.t^ 7 K 2 7 6mg 

»H-NMR (400MHz, DMSOr-d«) 

<y=l. 44 (s, 9H) , 2. 4 0-2. 5 5 (ni, 2.H) , 3. 65-3. 
20 8 5 (m, 2H) , 4. 99 (br. q, J = 6Hz, 1 H) , 7. 48 (s, 
IH), 7. 65 (d, J = 6Hz, 2H), 7. 81 (d, J = 9Hz, l 
H), 8. 00 (s. IH), 8. 49 (d, J = 6Hz, 2H),: 11. 07 
(s, IH) 
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mU-^^Ml 17: (S) -4- (t er t-rh^S/*;V5j?i:^;U7^y) -6 
-^DP-N- ( 1 - h 'J 7xr:;i/p<^;Hi^\;p [3, 4-b] }^^).i?y-A 




5 (S) -4- ( t e r t -:?'h*5/*;u:4?^;uT^ y ) -6-^PP-^:r^ 
PV>- 7 (IBOmg) i:4-7^>'-l - h U 7 
If^yp [3, 4-b] lf>JS?> (163mg) il 2 - ^ p P - 1 - t: »J 

2^^«>i*3-i^K ( 1 3 3mff) *fflV^M3|^-&fiJ6^f^J5 3 IiI^©SJ5&^f^*fT*: 
^ C iitzj; U EB^or> (s) -4 - (tert - h :^i/*;b;Jf^;P7'^ y ) - 6 

10 -^'PP-N- (1 - h U 7 3i-;Wp<^;H^^Vp [3, 4-b] i:^)V>-4 
-'f;V) f^;ti'PV>-7-*;i'5t?=3Fl?-^ K2 6 2mg*^llfi|}ft^JF^@fri:U 

'H-NMR (4 0 0MH2, DMSO-dg) 

<y=l. 43 (s, 9H), 1. 95-2. 15 (m, 2H), 3. 10 (br. 
15 s, 2H). 4. 65 (br. s, IH), 7. 05-7. 15 (m, 6H), 

7. 27 (s, IH). 7. 34 (s, IH), 7. 34-7. 4 0 (in, 9 
H) . 7. 53 (d, J = 8Hz, IH) . 7, 87 (d, J = 5Hz, IH) , 

8. 53 (d, J = 5Hz, IH), 8. 64 (s, IH), 11. 02 (s, 
IH) 

20 mn^mmilS: (S) -4- (t ert-^h^^ri/^^U^l^-^l'^'^y) -e 
-^PP-1, l-2;;i-^$/-N- (1- h ';7x^;i/;««^;Wt5\/P'C3, 4 
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(S) -4- (t e r t -7"hdf-i'*;i/^-;p7'^ ^) -6-^pp-1. 1 
-i>:4-=5F*>5=-:i-i7DV>-7-3b;W5lt>K ( 1 5 Omg) i:4 -T^ >' - 1 - h 
5 ij 7 3i-;iy>«^;n;-^\;D [3, 4-b] tr>Js;> (IBOnig) i:2-i^np 
- i -;»t^;i/tf U y— e/Aa — y K (12 2mg) *ffll^Jlpis^•^fifeWI5 3 hlUtt 
©SJi6iaf1^*fTfeaciJ:K:j:DSfl5<D (S) -4- ( t e r t -:^h=3f-2/*Jl/5tt 

- 6-;^DP-l, 1 -i^:^:irS/-N- ( 1 - h U 7 
ti^>/P [3, 4-b] li»Ji^>-4--f;U) ^;^^DV>-7 -A;i/5K.:¥;-y-^ 

^H-NMR (4 0 0MHz, DMSO-dg) 

<y=l. 43 (s, 9H). 2. 40-2. 50 (m, 2H). 3. 6 5-3. 
80 (m, 2H), 4. 96 (br. q, J = 6Hz, IH), 7. 05-7. 
15 (m, 6H) . 7. 3 5-7. 4 0 (m, 9H) , *? . 46 (s, IH) , 
15 7. 79 (d, J = 9Hz. IH), 7. 88 (d, J = 4Hz. IH), 8. 
02 (S. IH) . 8. 58 (d, J = 4Hz, 1 H) . 8. 59 (s, 1 H) , 
1 1 . 2 2 (s. 1 H) 

mn^mmi l 9 : (S) -4- i^>i^;v>t^i^tiJV^-J^'r^y) -6-^ 
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;u (4 5 Omg) i5J:V'<>s^;i':i-=^s/*;nJt-;i/^'P^'f p (o. 3 1ml) 

^H-NMR (4 0 0MHz, DMSO-de) 

<y = ,2. 05-2. 15 (m, 2H), 3. 05-3. 20 (m, 2H),. 3. 
82 (s. 3H) . 4. 77 (br. q, J=7Hz, IH) , 5. 08 (d. 
10 J=16Hz, IH) , 5. 11 (d, J = 16Hz, IH) . 7.; 2.5-7. 
40 (m, 6H) , 7. 52 (s, 1 H) . 7. 95 (d, J = 9Hz. 1 H) 

M**^^0!112O : (S) -4- ('O 2^;i/:t=^>>*;bnt-;u7' ^ y ) -e~i7 



15 (S) -4- ('^>S/;i/3|-^i/*;i/5t^— - 6 -^^ d p^:*-^ P v> 
-7-*;i/5j«>M^^;u^>^7^^V (4 5 Omg) tm^* U (3 1 7mg) 
*fflV^i!S3iB^^J5K^J6 i:lRl«l0-R*5aif^S:fT3a.-5Ci:tJ:D ifi*JO (S) - 4- 

^4 2 5ing*M^«S^i:LT!tfeo 
20 »H-NMR (40 OMHz, DMSO-ds) 

«5 = 2. 00-2. 10 (m, 2H) , 3. 00-3. 15 (m, 2 H) , 4. 
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76 (br. q, J = 7Hz, 1 H) , 5. 08 (d, J = 1 3 H z-, IH) . 
5. 11 (d, J=13Hz, IH), 7. 30-7. 40 (m, 6H), 7.. 
48 (s, IH) , 7. 94 (d, J = 9Hz, IH), 13. 41 (s, 1 
H) 

5 Jl<4^fi6«yi2 1 : (S) -4- i^>i^}\^7i-^i/i])vr-:^)VT^ J) -6-.^ 
DP-1, 1 -2^ar=^5'^:r>>DV>- 7 -*;I/jK>K 

NHZa 




(S) -4- (^>t^J\/7tAri^i3Jl^^—JU7S.y) -6-i7UVf-:t!7U-T> 
- 7-*;i/5jf>K (4 0 Omg) i:2KflSOs - KHSO^ - KjSO^ (1. 

10 9 6 g) *ffil^jl3i^5^-&fij6^?|J5 5i:l^^(DSJ5&«lft4fT'&^:iht:J;t)gfi<}<t) 
(S) -4- ('^>i^;i/;d-^r^/*;b't^-;i/7'^>') -s-^dd-i, 

*H-NMR (4 0 0 MHz, DMSO-ds) 

<y=2. 40-2. 50 (m, 2H), 3. 60-3. 70 (m, IH), 3. 

15 . 7 0-3. 8 0 (m, IH) , 5 . 0 0-5. 15 (m", 3H) . 7 . 30-7. 
40 (m, 6H), 7. 50 (s, IH), 8. 12 (s, 1H), 8. 14 
(d, J = 10Hz, IH), 13. 92 (br. s, IH) 
mn'^fS^mi22 : (S) -4 - ('<>2;;U2t-aF'>*;i'5i^-;i'7'^y) ~6-^ 
PD- 1. l-£^;i-:2|rS^-N- {1- [2- ih Vj^^JVi^VJV) a:h=?f-i/^^ 

20 ;u] tfDD C2, 3-b] If •;i?y-4--f M ^;r^'^v>-7-*;^:^?=^-l^ 
^ K ■ 
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NHZa 




4-7'5>'-l- [2- ( h Upt^;i/2/U;b) :c h:^'>>(^;i/] tnn [2, 
3-b] t^iji?> (2 2 4mg) (S) - 4- (^>i^;V;a-^i^3!j;i/^:^;l/7' 
^y') - 6-i7PO-l, l-i^^jl-^S^^rti'P x'>-7-:^;i/5H>^ (3 5 0 
5 me) %fliV>m3Jl4'&B£0!l9 illlI«®S/iBfilf'f^^T«t3C.2ik:J:l3 g«)® (S) - 

- {1- [2- ( h tfpp [2, 3-b] 

Ui^>-4--f ^;r^D^>-7 -*;i/5j^:^t»-^ HtO)|a^^ife.2 9 8mg* 

10 ^H-NMR (4 0 OMHz, DMSO-da) 

ff = -0. 0 9 (s, 9H) , 0. 8 2 (t . J = 8Hz, 2H) , 2.40- 
2. 50 (m. 2H), 3. 51 (t. J = 8Hz, 2H), 3. 70-3. 9 
0 (m, 2H) , 5. 0 0-5. 15 (m, 3H) , 5. 62 (s, 2H) . 6. 
85 (d, J = 3Hz, IH), 7. 30-7. 40 (m, 5H), 7. 55 

15 (s, IH) , 7. 90 (d, J = 5Hz, IH) , 8. 02 (s, 1 H) , 8. 
24(d,J = 5Hz,2H),10.96(s,lH) 

mm'^^mi2 3 : (S) -4- -6-^ 
DD-l, 1 -2;:*-#i/-N- (lH-t:PO [2, 3-b] \l^)^J>-4-^ 
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(S) -4- ('<>5;;i/:r^r^>*;i/jK-;i/7'^y) -e-^nn- 1 , 1-5; 
3^^r>-N- {1- [2 - (h h:^ri/;»<5^;u] tron [2, 

3-b] l^y i?>-4-^;i/} 7-;!7;V7t^:3^^-y-$ Kcoia^fiS^ 

5 (2 9 Omg) il4 3^^Jeffis;;r^i?-> (15ml) *} J: Offf h U (3. 
OOg) SffliAJIS^'&fiS^e Oii@«oSj&t*f^*ff^c:i:icJ;»}Bl»o (S) 
-4- ('^>s^;^::r^s/*;^5^?-;^T5>') -6 -i'DP- 1, 

N- (IH-tDO [2, 3-b] iff)t>>-4--fJ\^) ^:t^DV>-7-* 

10 ^H-NMR (4 0 OMH z, DMSO-de) 

(5 = 2. 4 5-2. 5 5 (m, 2H) , 3. 60-a. 85 (m, 2H) , 5. 
00-5, 15 (m, IH) , 5. 13 (s. 2 H) , 6. 75 (s, 1 H). , 
7. 30-7. 40 (m, 6H) , 7. 53 (s, 1 H) , 7. 83 (d, J = 
5Hz, IH) , 7. 98 (s, IH), 8. 16 (d, J = 5Hz, IH), 

15 8. 23 (d, J=9Hz, IH) , 10. 87 (s, IH) , 11. 65 (s, 
IH) 

^n-^^mi 24 : 4-tKD=^2/-6-^ h =^r'>^2»-i' p v.>- 7 -*;UjJ5> 



0 

20 R#CD*i*fc«£v^-&jqfcbfcx 6-^ h^eS/-4->i|-=^i/^:i-^p-^>-7 -* . 
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;PJ}?>®g^^;i/x;<7^;b ( 1. 5 0g) lLJ^^it^^t7mi- V ^ 2^ { 5 9 5m 
dpi/- 6-;/ h^'>^2t-^?PV>-7-*;i/;Jt>^p<^;i/ai:;^7^;H . 1 6 

5 ^H-NMR (4 0 OMHz, DMSO-da) 

6=1. 95-2. 10 (m, 2H), 2. 90-3. 05 (m, IH), 3. 
05-3. 15 (m, IH), 3. 76 (s, 3H), 3. 78 (s, 3H). 
4. 59 (br. s. IH), 5. 58 (d, J = 5Hz, IH). 7. 20 
(s, 1 H) , 7. 3 2 (s, 1 H) 



0 

4- 1 Kndf-i/- 6-^ h:J|ri/^2l-i7 □ v>- 7 - i»;b/i?>®J><^;i/ai>^5r;i/ 
(1. 1 0 g) i:s^7 3i-;i/^it;:^5^y;i/7'S^ j« (2. 3 8 g) i: 1 . 8 -s^T-if 

15 t'>i/p [5. 4. 0] e^^T^-b^ (i: 3 1g) *ffll^J^*4'&fift0i2 i:RF«l<0 
S/i&tS{^«:^f3&: -5 3^:13 J: t) gfltJCD 4 K - .6 h :5f-i/^:te? O vy- 7 
-*;i/^>ig^5";i/a^;;^7^;b®)|!fi^£!gtll . 1 2 g>fe^|lfe?*t^^Si: LT^ifc- 
iH-NMR (400MHz, DMSO-dg) 

<5=1. 90-2. 10 (m, IH), 2. 25-2. 35 (m. IH), 2. 
20 9 5 - 3. 0 5 (m, IH) , 3. 10-3. 2 0 (m, IH) . 3. 78 (s, 
3H), 3. 81 (s, 3H), 5. 00 (br. s, IH), 7. 23 (s, 

lH),7.40(s,l.H) 

mn-^^mi 26 :4-7'^y-6-pt bdpi/^>a-^a^>- 7 -*;i/5t?>^p< 
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0 



( 1 . lOg) th')y in^ujjx;;^ 7 ^ > ( 1 . 5 5 g) *fflvVM*4^fi6 

5 :t'^n^>- 7 -:«7;i/^>S?^5^;t'ai;^5^;u7 1 8 mgS: Jt^iSeai; LT^feo 
^H-NMR (4 0 0MHz, DMSO-da) 

<5 = 1. 90-2. 00 (m, IH), 2. 00-2. 10 (m, 3H), 2. 
9 0-3. 0 0 (m, IH) , 3. 10-3. 20 (m, 1 H) , 3. 75 (s, 
3H), 3. 79 (s, 3H). 3. 86 (t, J = 5Hz, IH), 7. 27 
10 (s . 1 H) , 7 . 3 1 ( s , 1 H) 

M3l^^J*^Jl 2 7 : 4- (t e r t - :/ h ^ >') -6-^ 




0 

15 (7 0 Omg) iiJ^K* U'^A (535mg) J:i>-tert -z/^JU 
i^tUUTti:^- h ( 7 2 5mg) SfflV^PmJ^fi»9 5 1 
'&:^c:!:fc:J;»?afl*}®4- (t e r t -:/h^i^*;ujJ<-Ji/7'^>') 
:^^i^^;t^D-5'>- 7 -*;i/7n>iJp<^;i/J:^:^5^;V8 2 7 mg^flftfej^Si: Lt 

20 »H-NMR (4 0 OMH z, DMSO-d,) 
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6=1. 42 (s. 9H), 1. 95-2, 15 (m, 2H), 2. 9.5-3. 
15 (m. 2H) . 3. 7 2 (s. 3H) , 3. 7 5 (s, 3H) , 4. 6 7 
(br. s, IH), 6. 98 (s, lH), 7. 33 (s, IH), 7. 51 
(d, J = 9Hz, IH) 
5 mn-^mi^ 128 : 4- (tert-T^h +$/*;i/;tiz:;i/7 ^y') - 6-^ h^r 
^ :^ ^ P V > - 7 - * ; 1/ 5j? > K 




0 



7 -*;i/;n>i^^ ( 8 0 Omg) i:;g^'K;i7 ^7 A ( 6 2 7 m 

10 g) ^mi^mm'^m^G tm^(DRf:^^mi^^nti^^z}l^zx^ mm(DA- (t 

e r t -:7'h^t/i7;i/;}f-;b7 5. y ) - 6 - pt h p - 7 

>^7 2 2mg*^fe^g^i: t^:^§fco 
»H-NMR (4 00MHz, DMSO-ds) 

(5=1. 42 (s, 9H), 1. 95-2. 15 (m, 2H). 2. 95-3.. 
15 10 (m, 2H) , 3. 72 (s, 3 H) , 4. 66 (br. s, IH) , 6. 
96 (s, IH), 7. 30 (s, IH), 7. 50 (d, J = 8Hz, IH), 
12.67(s,lH) 

m^^^mi 29:4-(tert -zrh^->:>3Jl^^^-fl^TK^) - 6 
i/-N- (4-l:^ys^;i/) ^ir^PV>-7-*;i/:*f^1t^ J? 
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HN 



MeO 
0 




7--^JP^>m OOOmg) ^4-7'^>'lf>JS?> (83. 3mg) 

l-^^;H:r«;j;-e7A3-i^K (2 7 img) *^V^J!i^|B^^fi£^ 
5 5 3 i:I^I^cDSJ^Jgf^*^fJ&:-5 c:i:t:J;»? se«}0 4- ( t e r t -t' h:;^rS'*;b 
;Jf^;b5'$>') -6-^ h4F2/-N- (4 - IT U ^sTi' d 7 -jb^b 

^H-NMR (4 0 0MHz. DMSO-d.) 

<y=l. 45 (s, 9H), 1. 95-2. 20 (m, 2H). 3. 00-3. 
10 15 (m, 2H) , 3. 81 (s, 3 H) , 4. 69 (br. s, 1 H) . 7. 
04 (s, IH), 7. 30 (a, IH), 7. 54 (d, J = 9Hz. IH), 
7. 69 (d, J=5Hz, 2H), 8. 46 (d, J = 5Hz, 2H), 10. 
4 3 (s, 1 H) 

m^^-^mmi 3 O 4 - (t ert-^fh^t^itUV^x^DVy^^) -6-^ h# 
15 i'-l, 1 -i^;^^^'>^;^^P^>- 7-3b;i/;}f>SJ 



4- (t e r t -:/b^i'*;i/^r:;v7'5.^) - 6 - / h o v >- 

7-*;i/;J?>K (300mg) J:2KHSOs-KHS04-K2SO^ (1. 
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- (t e r t-T'h^i'*;!/^— ^l/T-^y) ~ 6 b 1 , l-S^rT^S/ 

'H-NMR (40 0MHz, DMSO-ds) 

6=1. 44 (s, 9H) , 2. 4 0-2. 5 0 (m, 2 H) , 3. 63 (b r 
s, 2H), 3. 84 (s, 3H), 4. 93 (br. q, J = 6Hz,ni) 
7. 04 (s, IH), 7. 76 (d, J = 8Hz, IH), 7. 99 (s, 1 
H) , 1 3. 1 7 (br. s, 1 H) 

mmpmmi a i 4- (t ert-zrh^i^ibjuTi^-juT^yf) -e-^ 



4- ( t e r t -:/h:^5/*jl/;if-;i/7'5 - 6 -;>< b - 1 , 
^i^^:t^u^>-7 -i3j]/7f>>m (2 50mg) k. 4 -T ^ }i \) V > 
(63. 4mg) i: 2-5'pn- 1 -^>;H:fi;i?-i>A3 — K (20 8m 
g) *-fliV^li*4-&^««5 3 i:|^;^®gjffii^f^^fT«i:3ca:fciJ;»7Sfl<jcD4- (t 
e r t -:/h:^rS/*;P;K-;i/T5 - 6 K^i^- 1 , 1 -y^^ri/-N- 
( 4 - If U i^JL) ^^i^PV>-7 -*;l/.-^f::^-t^5 Kl 3 5 mg&gfe^g6M^ff$ 
LTf#fco 

^H-NMR (40 0MHz, DMSO-de) 

<5=1. 45 (s, 9H), 2. 40-2. 50 (m, 2H)i 3. 66 (br 
t, J = 6Hz, 2H), 3. 90 (s, 3H) , 4. 98 (br. q, J = 6 
Hz, IH) , 7. 09 (s, IH) , 7. 69 (d. J = 6Hz, 2H) , 7. 
81 (d, J = 9Hz, IH) , 7. 91 (s, IH). 8. 48 (d, J = 6 



HN 
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Hz, 2H) , 10. 5 9 (s, IH) 

®3^^^«1 3 2: (R) -4-bH ndf.'>-6-^ h =^^2/5=-:^^ p-^^- 7 - 



OH 




0 



^=^*>-4-3^-:^'>^2^-^7^■r>-7-*;l/:^>®^^^;^a:;^3r;^ (2. 
50g) ^ (S) -5. 5-i;7x-;u-2-p<^;i/-3, 4-yaj\y.- i , 

3, 2 -:r^-9-1f;J?D';iJ> (1. 0 M ^;^a:>^§^ft, 0. 9 9 2ml) 
>pt^;u;^;U7-f K«i«: (2. OM h;i.a:>ig«[, 14. 9 m 1 ) 

fiR0>J3 li:PItR©SiiStR{t*ff*acii:t3ji»jefi«j© (r) -4-h l^n^i^- 
e?DV>-7-*;i/:t?>K>^^;U«5r;b2. 1 4g^Jlftfe3»g 

^H-NMR (4 0 0MHz, DMSO-d,) 

6=1. 90-2. 10 (ro. 2H), 2. 9 0-3. 0 5 (m, 1 H) , 3. 
0 5-3. 15 (m, IH) . 3.7 5 (s, 3 H) , 3. 7 8 ( s , 3H) , 

4. 58 (br. s. IH). 5. 57 (d. J = 5Hz, IH), 7. 19 
ts, IH) . 7. 3 2 (s, 1 H) 

^U-^^mi 33: (S)-4-7'i^h*-6-^ h^i^9-:^'^ V7>- 7 




0 

(R) -4-t: Kpr^iz-e-^ b^i^^^^a^>-7 -iiJ\^Tii>mj^f-J^ 
ct^T^;!/ (2. OOg) i:S^7air:;|/j^;^;}»iJ;i.7'i^ K (4. 3 3 g) tl» 8 
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-s^T'tftrs/^^D [5. 4. 0] ->>7'-fe> (2. 3 9g) ^m\^^mm'^mm2 

^H-NMR (4 0 0MHz, DMSO-de) 

6=1. 9 5 -2. 0 5 (m, 1 H) , 2. 2 0-2. 3 5 (m, 1 H) . 2. 
9 5-3. 0 5 (m, 1 H) . 3. 0 5- 3. 2 0 (m, IH) , 3. 7 6 (s. 
3H), 3. 79 (s. 3H), 4. 98 (t, J = 4Hz, IH), 7. 21 
(s, 1 H) , 7 . 3 8 (s . 1 H) 

mm-^mm 134: (s)-4-7'$y-6-;»< h^r'>^2^4^Dv>-7-*;^ 



(S) - 4-7'i^K-6-^ h=^£/5^;d-i7Dv>-7-A;i/;i1>^^5^;i/a:>c 
(2. 0 7g) h U > (3. 0 7g) 4^1% 

lS*4^fife0!ll 2i;^«OSiiS^if^«^T3Bl:3^l^:t:J:t)afl<J© (S) -4-5'^>' 

»H-NMR (4 0 0MHz,. DMSO-dJ 

<y=l. 80-1. 95 (m, IH), 1. 9 5-2. 10 (m, 3H), 2. 
85-3. 00 (m, IH), 3. 10-3.. 20 (m, IH), 3. 75 (s, 
3H) , 3. 79 (s, 3H) , 3. 8 3-3. 8 8 (m, IH) , 7. 27 
(s, IH) , 7. 3 1 (s, IH) 

mm^^mi 3 5 (S) - 4- it ert-^b^^t^tUV^'^-JlT^y) -6 




0 
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0 



(S) - ^-T ^ ^ - 6 -/^ h^^'^;4-^n^>- 7 -*;i/Jtf>Kp«^ 
jUj^Xy'JU ( 1 . 1 0 g) t^m*i VOA (840mg) i:i>-tert 

h (i. i4g) im^mm-^^ms i tmm(D&m 

5 iSlf^*f7«cdc: t) SW® (S) -4- {t e r t -y h^tyisj^Tti-jyT 
^H-NMR (4 0 0MHz, DMSO-d.) 

6=1. 43 (s, 9H), 1. 95-2. 15 (m. 2H), 3. 00-3. 
10 10(m, 2H),3.73(s,3H),3.76(s,3H),4.67 . 
(br. s, IH) , 7. 00 (s, IH) , 7. 34 (s, IH) , 7. 52 
(d, J. = 8Hz. IH) 
mn-^mifil 3 6: (S) - 4- (t e r t ->^h:3|rS/*;i/Ji?ci;i/T^y) -6 
h:JF^5/^:a-i?nv>-7-*;i/7H>ffi 




(S) -4- it & rt-zrh^tyi3JVr^-}\^T^J) -6-:^ h^i^^7iri7 
PT>-7-*;i/:^<>ie^^;t/a^X5^;i/. ( 1 . 1 0 g) iii^mii 'J (8 

6 img) ^m\^^mm'^^m6tmm(DS.ji&mi'?^ff^'oc.tizx^)Bm(D 

(S) -4- (t e rt-:/h^r5^*;i/'i^-;i/:?'^y) -6-^ 
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'E-NMR (4 0 0MHz. DMSO-de) 

6=1. 43 (s, 9H),1. 95-2. 15 (m, 2 H) , 2. 9 5- 3. 
10 (m, 2H) , 3. 7 3 (s, 3H) , 4. 6 7 (br. s, IH) , 6. 
5 97 (s, IH), 7. 32 (s, IH), 7. 51 (d, J = 8Hz. IH), 
1 2. 6 8 (s, IH) 

mm^^mi 37 : (S) -4- it ert-:rh^->i3)l7fi-)V7 5,J) - 8 
-^h^'>-N- (4-t:Ui?;i/) ^:t^n-^>-7 -tuv^s^^^ Y 



10 (S) - 4- (t e r .t -:/h:^s/*;i/7j?^;i/:?'5 >') -6-p< h^->^^^ 
DV> - 7 -*;U;tf>^ (300mg) i:4-7'^yi^>Ji^> (83. 3 m 
e) il2-i7DD-- 1 'Ji;:^e7A3-2; K (.2 7 Img) ^FSl^B 
n^mmd 3 tlSl^CQfiliSmfl^SfT&acifcfcit) B«J© (S) -4- (t e r 
t -r h:^i'*;U;}i-;u7'5 y) -6-j< h^i^-N- ( 4 - tf U i?;!/) ^2^^? 

15 t2^>-7 -±}V7f.^-^^ K2 7 4mg%^3SifeJl8^fl^@<*:i:LTf#fco 
*H-NMR (4 0 0MHz, DMSO-dfl) 

<y=l. 45 (s, 9H), 1. 95-2. 20 (m, 2H), 2. 95-3. 
15 (m, 2H), 3. 81 (s, 3H), 4. 69 (br. s, IH), 7. 
04 (s, IH), 7. 30 (s, IH), 7. 54 (d, J = 8Hz, IH), 
20 7. 6 9 (d, J = 6Hz, 2H) , 8. 46 (d, J = 6Hz, 2 H) , 10. 
43 (s, IH) 

mn-^PSimi 38: (S)-4-(te r t-:/h=^->:^;i/3tf-;i/7'^ >•) -6 
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(S) -4- (t ert-rh^^iUV^r^-JlT^^) - 6 -p< h^Spi/^sT^/ 
DV>-7-*;i/5j^>^ ( 4 0 0 mg) J: 2 KH S Og • KH S O4 • K, S 

o, (2. i8g) ^mi^^mn-^mm^ 5 trnwiCDKn^m'^^ntsi-D ziiizx 

5 Ijaatjo (S) - 4- ( t e r t -:/h=Jp^>*;uxPr:;i/7'^>') -6->;h:3f.>> 
»H-NMR (4 0 0MHz, DMSO-d.) 

<y=l. 43 (s, 9H), 2. 40-2. 50 (m, 2H). 3. 55-3. 
10 65 (m, 2H) , 3. 83 (s. 3H), 4. 9 1 (br. q. J = 6Hz, 

IH) , 7. 03 (s, IH) , 7. 75 (d. J = 8Hz, IH) , 7. 97 
(s, IH) , 1 3. 1 6 (br. s, IH) 

mn^mmi 39: (S) -4 - (t e r t - zr h^iy:f3JV7f.-)]^7' % ^ ) -6 

-jf^ hJF-'>- 1 , 1 -i;>i-#i/-N- (4-tUJ^;l/) t2^:y-7 -tiJV 

15 ^^^-i)-^ K 




(S) -4- ( t e r t -:7'h^i/*;i/3}f-;i,7'^ y ) - 6 h dpi/- i , 
1 -i^3|-:^r5^5^;*-^ pv> - 7 -i7Jl/4<>^ (SOOmg) i:4-T5.>'ld; 
(8 2. 8mg) ii2-47pp-l->«^;ut;Us;-e7A3-s; H (2 

136 



wo 01/68607 



PCT/JPOl/02132 



6 9mg) tm^^mm-^eSums 3i:TO<OSlfctif^*ffJ&:-5cii:tJ;DB6«J© 
(S) -4- (t ert-yh^t/*j[/7ii-JU-rS,J) I 

5 'H-NMR (4 0 OMH z, DMSO-dg) 

<y=l. 44 (s, 9H), 2. 40-2. 50 (m. 2H), 3. 65 (br. 
t. J = 6Hz, 2H), 3. 88 (s, 3H) , 4. 96 (br. q. J = 6 
Hz. IH), 7. 08 (s, IH), 7. 68 (d, J = 6Hz, 2H). 7. 
80 (d, J = 9Hz. IH), 7. 90 (s, IH), 8. 47 (d, J = 6 
10 Hz, 2H) , 1 0- 5 8 (s. 1 H) 

mmmi : 4-T^y'-N- (4-eUi;;U) ^2^^DV>-7-*;V:Jf:^•^^■^ 
K 1, l-i^:t^i)->( \i IHCl 2HjO 



15 y;i-=3F2/-N- ( 4 - ^ >J i^Jb) ^aj-^? n-r 7 -*;U:t5:2lF-tJ-^ K (2. 0 0 
g) (DA^^—JV ( 1 0 0ml) -i^:t^^> (5 0ml) 4«^^ 
mt^:i-^i)->mm (2 mi) i: 1 0 %>''?^ i^e? (2. 0 0 g) -fejp^. ^ 

20 fl«J<Z>4-7'» >'-N- (4-tU2^;i') ^:ti'DV>-7-*;V:K=lriJ-^ K 1, 

fc:fj«:-=)fco Jmi^g (1 . 0 0 g) ^^^-^J—jv (30ml) fc^Jc (20ml) 
izmmi^tz'^. mm:i^^)V (i^IlOOml) ?S:Aax. 0°C-C-liJ6fifcSLfco *fm 
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^:*-i}'DV>-7-*;U4<^-tf^ 1« 1, 1 -$^:t^-9->f K IHCl 2 
H,0 7 8 8ms^M^i^mtVXnrzo 
Mj^ >2 3 0-C i'^m) 
'H-NMR (4 0 0MHz, DMSO-do) 
5 6 = 2. 55-2. 65 (m, IH), 2. 75-2. 85 (m, IH), 3. 
75-3. 80 (m. IH), 3. 80-3. 92 (m, IH), 4. 89 (t, 
J = 5Hz, lH), 8. 08 (d, J = 8Hz, IH), 8 - ll (d, J = 
5Hz, 2H) ,. 8. 42 (d, J = 8Hz, IH) . 8. 49 (s, IH) , 
8. 65 (d, J = 5Hz, 2H), 9. 06 (br. s, 3H), 11. 49 
10 (s, IH) . ' 

mnm2 : 4-7'*y-N- (4-trys^;u) ^:t^DV>-7-*;i/^^tf^ 
K 2 H C 1 




15 N- (4-t US^JU) ^:^^DV>-7-3b;i/4?ap-tJ-* H ( 1 . 2 0g)<Z)hU 
y mm (2 0 ml) mm.izMf>:^j]/:!i^:^m {5 ml) 
(2ml) ^jin^. Q^miStnLtia SJffcvg^tt:* (2 0 0ml) %Ja 

^ K©ffl)pga*?§fco :i<o)ia<gs%^^-^-;v (3 0ml) izmm\^ft^. 4« 

( 9 2 3 M 1 ) ^M^ito MUX 3 0^IB|«1* bfeSfex ^ 
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N- (4-tU ^>J-^DV>->7 -*;i/3tf:^r1t^ H .2HC1 261m 

5 Hfcii^ > 2 8 0 -C 

'H-NMR (400MHz, DMSO-dfi) 

<y = 2. 15-2. 3 0 (m, 1 H) , 2. 3 0- 2. 5 5 (m, 1 H) , 3. 
10-3. 20 (m, IH), 3. 20-3. 30 (m, IH). 4. 62 (b 
r. s, IH) , 7. 73 (d, J = 8Hz, IH) . 7. 82 (d, J = 8H 
10 z, IH), 7. 88 (s, IH), 8. 38 (d, J = 7Hz, 2H) . 8. 
75 (d, J = 7Hz, 2H). 8. 82 (br. s, 3H) , 11. 75 
(s, IH) 

mnms s-t-^^-n- (4-iiUi^jb) -s, e. 7, s-T^h^tHo 

U>- 2 K 2HC1 1/4H20 




(4-l^Ui^;i/) -5, 6, 7, 8 -7^ h5 t h•a:^7^5^ b>- 2-*;i/.^":t-9- 

^ K (5 0 omg) i: 1 ovo/^^i^'^pi^mm (2 5 omg) ^m\,^mMmi tm 

^®s;iS!S{t*ff«:5^i:fc:j:»> BW®5 -7^ ^ -N- (4-K';s^;i/) -5, 
20 6, 7, 8-7^ h^t KP:^7^b>-2-*;i/Jt?=^-!f^ K 2HC1 1/4 
H,0 2 9 Smg^m^^mill^xmito 
Mj^ > 2 8 0 "C (^«?) 
'H-NMR (40 0MHz, DMSO-dg) 

6= 1. 7 5- 1. 8 0 (m, .1 H) , 1 . 9 3 - 2. 0 0 (m, 2 H) , 2. 
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0 0-2. 15 (m, IH) , 2. 7 5-2. 9 5 (m, 2H) . 4. 5 0 (d. 
J = 5Hz, IH) . 7. 8 0 (d, J = 8Hz, IH) , 7. 96 (s, 1 
H) , 7. 98 (d. J = 8H2, IH) , 8. 45 (d, J = 7Hz, 2.H) , 
8. 72 (br. 3, 3H), 8. 75 (d, J = 7Hz, 2H) , 11. 89 
(s, IH) 

mim4 : S-T'^y'-N- (4-t:uy;i/) - 2, 3, 4, S-^^h^tKn 

-1— c>\/?-3itr>-8-*;i/^^pi?-= H 1, i-5;;r^i^^h* 2HCl 



1S3|4-&J*OT2 4-ef§&iifc 5- (^>5;;i/::t^5/ij;i/^-jl/:r^>') -1, i 
-i;;4-^i/-N- ( 4 - U i;;i/) -2. 3, 4, 5 -5^ N 5 t h' d - 1 -/>c> 
V^5=-3:t:>-8-:«3;i/:lf^-9-$ K ( 1 . 5 Og) 1 0%;i^i^^A^m (5 0 

omg) *fflv>^«B0!ii tmmcosLmmi^^ntsi^cLhLicx^mmcDS-T'.^^ 

-N- (4-t:yi?;i.) -2, 3, 4, 5 -5^ h^t kp- 1 --;>vr^3it> 

-8-A;i':1f^r1f^ K 1. l-^;3^:¥^J•>f H 2HC1 1H,0 1. 21 

H;^ 262-265-C (^ffg) 
'H-NMR (40 0MHz, DMSO-d,) 

d=l. 7 0-1. 8 0 (m. 2H) . 2. 10-2. 35 (m, 3H) , 3. 
50-3. 75 (m, 2H), 5. 07 (br. a, IH), 7. 80 (d, J 
= 8Hz^ IH) , 8. 43 (d, J = 8Hz, 2H) , 8. 56 (s, IH) , 
8. 65 (d, J = 8Hz. IH). 8. 79 (d, J = 8Hz, 2H) , 9. 
17 (br. s, 3H) , 12. 18 (s, IH) 



1 H^O 
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2HC1 1/2K^0 




(4-l^i;2;;i/)^PV>-7-A;b;t?^r-tJ-^ K (2. 0 g) k.lQ%f^^^J^ 
(1. oOg) «ffiv^^^te0lJl i:pl:m©Sjf6^f^^fT'S:-5ii:{cj;t> afi^ 
04-7'^^-N- (4-l^rjs;;|,) ^ > - 7 -*;i/;t?it-lJ-.^ K. 2HC1 

l/2HiO (0. 6 3g) SrftlfeiigSiiLT^ifc, 
> 2 8 0 "C 

'H-NMR (4 0 0MHz, DMSO-d.) 

<y = 2.. 15-2. 2 5 (m, 1 H) . 2. 2 5-2. 3 5 (m, 1 H) , 4. 
1-4. 2 (m, IH) , 4. 3-4. 4 (m. IH) , 4. 5 5-4. 6 5 

(m, IH), 7. 57 (s, IH), 7. 67 (d, J = 8Hz, IH), 7 
79 (d, J = 7Hz, IH) , 8. 32 (d, J = 6H2, 2.H) . 8. 72 

(d, J = 6Hz. 2H). 8. 91 (br. s, 3H), 11. 58 (br. 
s, IH) 

mmms : (R) -4-7'^>'-N- (4-lfUs;;b) ^:f^n x'>-7-A;i/ 
Jtt^^lt^K 1, l-S^sf^lJ-^K 2HC1 5/3 H2O 




mn-^mms 9:^m^titz: (r) -4- (^>5>;^3^:i^i/*;^;if-;l/7»^y) 

-1, 1 -2^;^-:3f5/-N- ( 4 - i; i?;i/) m^y- 7 -ijjUiT^^V- 5, K 

( 1 . 2 0 g) ©^^y-ju (10 0ml) -N, N-->';^^JU4->;VA7'^ K 
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(10 0ml) m^mmi^ Am^mmt^yt^v-ymm ( 2 m i ) 1 1 0 
•^A^iii (6oomg) ^iBi-s m^X'immTK^mm oo^z) ^n^-z>rz 
s;&?SM*-tv^ hmmLtc(D^s mm^mz^^L, f^?.n&^s«7K-^^ 

K 2HC1 5/3H,07 6 3mff*}|Rfe»lli:LTf#fc. 
illJ^ > 2 7 5-C (^») 

Je^fe^ 3. 7 (c=l. 0 0, H,0) 

•H-NMR (40 0MHz, DMSO-d.) 

d=2. 5 5-2. 7 0 (m. 1 H) , 2. 7 5-2. 8 5 (m, IH) , 3. 

7 5-3. 8 5 (m. IH) , 3. 8 5-3. 9 5 (m, IH), 4. 89 (b 

r. s, IH) , 8. 10-8. 15 (m. IH) , 8. 3 0-8. 4 5 (m 
, 2H), 8. 51 (br. s, 2H), 8. 79 (d, J=8H.z, 2H), 

9. 14 (br. s, 3H), 11. 98 (br. s, IH) 

mmm7 (r) -4-7^5^-^- ( 4 - y i;;i/) ^:tt5^Dv>-7-*;i/ 

JK+i^-^K I,. l-i^:ir^'i)-'f h' 2HC1 3/2H,0 

mn'^^m4 O-T^n^tlft (R) -4- (^^i?)}^:^^^^^^;^^^:^;}/^.^^) 
-1, l-y;^*-2/-N- (4-t:«Ji?;u) ^;t^DV>- 7 \f 
(2. 5 Og) (D^^>/—j\, (5 0ml) -N, N-i^^^^-JV^-^Jl/AT^ l< (8 

0ml) m^mmiz4m&i&mt^^^-\i->mwL (imi) i:i o%-'^^i?«>A^ 

m {2. OQg) Siaxs ^S-C 7 t^Kzlcfll^ (3 0^ffi) ^n^-ofto SJS 
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2HC1 3/2H^0 8 7 9mg^m^t^mbLxmtzo 
Mj^ >2 5 0-C (^m) 

[a] o2=»=-7. 2 (c = 0. 9 8, H2O) 
5 ^H-NMR (4 0 OMH z, DMSO-dg) 

6 = 2. 6 5 - 2. 7 5 (m, 1 H) , 2. 7 5-2. 8 5 (m. IH) . 3. 

7 5-3. 8 5 (m, 1 H) , 3. 9 0-4. 0 0 (m, IH) , 4. 91 (b 
r. s, IH) , 8. 13 (d, J = 8Hz. IH) , 8. 40 (d, J = 7 
Hz, 2H) , 8. 50 (d. J = 8Hz, 1 H) , 8. 51 (s, 1 H) , 8. 

10 8 0 (d, J = 7Hz, 2H) . 9. 16 (br. s, 3H) , 12. 01 (s. 
IH) 

^Mms : (S) -4-7'^>'-N- (4-tUi>;U) D 7 

5K:^r-b-^l« 1, 1 K 2HC1 5/3 H3O 



15 mn-^^mABt^m^inft (S) -4- i^yi>)\^yi^^i^i3)V^^-)VTK^) 

-1, (4-t:«;':^;u) ^5i-i?Dv>-7 K 

(6 7 5mg) i: 1 oyoJ^'yif^A^m (6 0 Omg) ^m^^mmms }^mm(D 
s^&^f^*^f «ca ciit J; t) a^^jcD (s) -4-7^5. y-N- (4-i^us^;b) 

^;*^^>DV>-7 -*;i/7tf^i^-5 1, l-i?:i-ir^^ \t 2HC1 5/3 
20 H,0 5 1 7Ing^^lftfe3jigS^:b-C^tfco 
SAj^ > 2 7 5 -C (^ffP.) 

fiSilfiJSE Ca]B"=+3. 4 (c = 0. 9 5, H,0) 
>H-NMR (4 0 0MHz, DMSO-dj) 

6 = 2. 55-2. 70 (m, IH), 2. 75-2. 85 (m, IH). 3. 
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75-3. 85 (m, IH), 3. 85-3. 95 (m, IH), 4. 89 (b 
r. s, IH) , 8. 10-8. 15 (m, IH) , 8. 3 0-8. 4 5 (m 
, 2H), 8. 51 (br. s. 2H). 8. 79 (d, J = 8Hz, 2H), 
9. 14(br. s, 3H), 11. 98 (br. s, lH) 
5 mim9 : (S) -4-7-^ >'-N- (4-b:'JS^;i/) ^:ti'D-Ti/-7 
sl^=^1f^ K 1, 1 -i?;i-:^-y->f K 2HC1 3/2HjO 



mm^mm5 o-Qm(^tiit (s) -4- {-<>t?jv7i-^t^ijjvif^=:ju7'^j) 

-1, 1 -i^>j-4r'>-N- ( 4 - U S^;i/) 5^:t^D-?'>-7 -3b;i.7KdpiJ-*.l« 

10 (9 0 omg) iiio%y^^i^^2xmm (1. oog) ^m^^^nmrni t^m 

©S/;&S{'^*fT'& -5 c J: b Bfi<]® (S) -4-7'^y-N- (4-t^U 
D^>- 7 -i3;i/;if^-9-^ K 1, 1 - i^:i-^V--f \( 2HC1 
3/2HaO 2 5 6Ing«Me^^ga^:LT^§fco 

Wk!^ > 2 5 0 -c i^m) 
15 SStiteac [a] b'> = +7. 3 (c = 0. 31, HjO) 
*H-NMR (40 0MHz, DMSO-de) 

6 = 2. 65 -2. 75 (m, IH), 2. 75-2. 85 (m. IH), 3. 

7 5-3. 8 5 Cm, 1 H) , 3. 9 0-4. 0 0 (m, IH) , 4. 9 1 (b 
r. s. IH), 8. 13 (d. J = 8Hz, IH), 8. 40 (d, J = 7 

20 Hz, 2H), 8. 50 (d. J = 8Hz, IH), 8. 51 (s. lH), 8. 
80 (d, J = 7Hz, 2H), 9. 16 (br. s, 3H) , 12. 01 (s, 
IH) 

mnmi O: (S)-4-7'^y-N- i4-\^Vi^JV) ^3j-^p-r>- 7 -* 
;i/jjf*-t>-^ K 2HC1 4/5 H,0 
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15 



20 




^mms ax-m^titd (s) -4- it e r t h^ui3)]^r^-j\,-r k 

y) -N- (4-t:'Ji?;u) ^:ti^a^>-7 -Itjjvui^^^ H (8 3 3mg) 

i^4m^^:^^^D->i^m (3 0ml) ^stf 2i^siei$Lfco s.mmm 

5 {^^m:^^}\^ (2 0 0nil) ^m^O'CX'S O^mmWi^itm. «fttSLfc!^^^ 

J;»3B6<)© (S) -4-7'^>'-N- (4-i^'Ji>*;u) ^^i-^D-rv-?-* 
;i/^:^t?-^K 2HC1 4/5R,0 7 SSmg^m^mmtLX^Ito • 
> 2 6 0 *C i-S^m) 
10 Ca] d" = -6 0. 6 (c= 1 . 0, HjO) 

'H-NMR (40 0MHz, DMSO-dfl) 

6 = 2. 20-2. 35 (m, IH), 2. 40-2. 55 (m, IH). 3. 
10-3. 2 0 (m. IH) , 3. 2 0-3. 3 0 (m, IH) , 4. 6 3 (b 
r. s, IH), 7. 76 (d, J = 8Hz. IH), 7. 84 (d, J = 8H 
z, IH) , 7. 90 (s, IH) . 8. 41 (d. J = 7Hz, 2 H) , 8. 
77 (d, J = 7Hz, 2H), 8. 86 (br. s, 3H), 11. 8.0 (s, 
IH) 

mmmi l : CS) - 4--^^ j --t^- (IH-I^^yp [3, 4-b] l^'ji^ 
>-4-^;i/) 5^:^:?DV>-7-*;i/4?*-9-^ K 2HC1 5/3H2Q 
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mm^^mb 4-^m^t\.it (S) -4- (t ert-:^h^5/*;i/jl?-;b7'5 
y) -N- ( 1 - h 'J 7 3::i;i/^^;i/t^\/D [3, 4-b] t:US^>-^4-'f 
;u) ^:d-^'PV>-7-*;i/;J?:^r1^^ K (7 8 7nig) 1 4m^i^:f^1)->mm 

(25ml) ^m\^mmm i o tmu(D&mmii^^fjt3:'^ c ttz x o s«j© 

(S) -4-T^y-N- (IH-l^^ya [3, 4-b] if ij 4 
^:4-^o-? St? 4r-!?- 5 K 2HC1 5/3H,0348mff% 

>2 6 O'C (^/SP) 

t^^m L<x2 j,^''=- 5 6 . 9 (c = i . 0 , n^o) 

^H-NMR (400 MHz, DMSO-d.) 

6 = 2. 26 (t, J=llHz, IH). 2. 50-2. 60 (m. lH), 
3- 16 (br. s, IH) . 3. 3 1 (t. J=l IHz, IH) , 4. 6 3 
(br. s, IH), 7. 77 (br. s, 2H), 7. 85 (s, IH), 7. 
88 (br. s, IH). 8. 60 (br. s, IH). 8. 77 (br. s, 
IH) , 8. 9 0 (br. s, 3H) . 11.40 (br . s, IH) 

nmmi 2 (s) -4-5'^y-N- (iH-i^^yD [3, 4-b] tus^ 

>-4— 5^:;d-i^D•Y•>-7-±^;I/;K^■l^* K 1, 1 -i:>:t^^-( 2 
HCl 2H2O 



mm-^OumS 6 7:m^ilit (S) -4- (t er t-:rh=^S/*;i/5jf-;i/7'^. 
y) -1, 1 -5^2|-:^Fi/-N- ( 1 - h U ^^-;b^^;Hf^\;D [3, 4- 
b] If U 2^>-4 --f ;u) 5^;?|->7D-r>- 7 -ij^i/T^ilPi^-^ H (6 3 Omg) 

4m^i^:t^v->^m (2 0ml) ^Mii^mmm 1 o tmrncDRjus^mf^^ff 




NH. 
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«c-5 d J; 0 gfitj® (S) (iH-tr-^vi^p [a, 4- 

b] t^';i;>-4->r;U) ^:i-4^o^>-7-*;i/;K:^Ptf^ K 1, 
■y-^- K 2HC1 2H2O2 8 9iiig*:gfe^feiggi:LTf#feo 

ib/S > 2 6 5 °c (^fli) 

iS!>l6f^ Ca]D'^ = +4. 14 (c=l. 0, H2O) 
^H-NMR (400MHz, DMSO-dg) 

<y=2. 67 (br. s, IH), 2. 80 (br. s, IH), 3. 70- 
4. 00 (m, 2H), 4. 90(br. s, IH), 7. 79(br. s. 1 
H) , 8. 11 (m, IH) , 8. 4 2 (d, J = 8Hz, 1 H) , 8. 4 7 
(s, IH) , 8. 5 0 -8. 7 5 (m. 2H) , 9. 17 (br. s, 3H) 
11. 5 6 (br . s, IB) 

^Ste^yia : (S) ^4-T^>f-N- (IH-l^DD [2. 3-b] h:uy> 
-4-^^;!/) ^:^-i^PV>-7-*;i/;t?:^i^-* K 2HBr 4/5H2O 




mm-^^me ox'^^^tiit (s) -4- (-<>i^juvt^i^^)vifi=.)[,j'^>f) 

-N- (IH-broD [2, 3-b] U 4 ->f ;i/) ^:^^pv>-7- 

h* (5 0 0mg) ti 3 0 %^'(b7K^^g^^^j«[ ( 2 0 m 1 ) <&»P^ 
gMr-4I^Htii$Lfco (2 0 0nil) ^JQ^O '0-^3 0 

i^al^;^t::■CS^SSt-s:I tk: J: b SflU© (S) -4-7'^y-N- (IH- 
t:oD [2, 3-b] 2;>-4-W'Jl/) ^:^-^d-7>-7 -A;i/7t?^r1J-5 K 
2HBr 4/5H2O3 1 6mg*^feiggi:bT^feo 
ifc;^ >2 5 9'C i^m) 
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l&iftm. [a] b" = -48. 5 (c = 0. 5, HjO) 
*H-NMR (4 0 0MHz, DMSO-dJ 

6=2. 24 (br. t. J=13Hz, 1H),2. 30-2. 5 0. (m, 1 
H) , 3. 0 5 -3. 3 0 (m, 2H) . 4. 68 (br. s, IH) , 7. 1 
5 (s, 1 H) . 7. 6 1 (s, IH) , 7. 6 5 (d, J = 8Hz, 1 H) , 
7. 74 (d, J = 8Hz, IH) , 7. 81 (s. IH) . 8. 07 (d. J 
= 7Hz, IH), 8. 41 (d, J = 6Hz, IH). 8. 52 (br. s, 
3H) , 11. 0 6 (s, IH) , 12. 5 6 (br. s, 1 H) 

mmmi'4 (s) -4-T^y-N- (iH-trop C2, a-b] tr'ji?> 

-4-'f;i/) ^;i-^DT>-7~*;i/:4?:^-»f ^ fr 1, 1 -i^^t^if-^ \f 2H 
Br 2HaO 




M^^&me (S) —4- ('<>i>;i/3r^i/*;i/^=;u7'^ y') 

-1, l-i?^=^S/-N- (IH-l^DD [2, 3-b] \^Vi^>-4--( /V) 
^7l-^PV>-7-*;i/;}?#-t>-^ K (5 0 0m&) t 3 0 %^{b7i^MmWF&tmm 

(2 0ml) ^m\>^mmm 1 3 tmnco>]s.ji^mi^^m3:^ :z tiz^ t) 

(S) -4~T5,y -N- (IH-bTDD [2, 3-b] bf U i^>- 4 - -f ;i/) 
^:^-^PV>-7-*;b3}f=^1?-* K 1, 1 -S>;r^r1t-f K 2HBr 2Ha 
03 2 Smg^MBmSttLxmito 
WiJ^ > 2 4 0 -C (^m) 

[a] d'' = +3. 9 (c = l. 0, HjO) 
^H-NMR (4 0 0MHz, DMSO-d,) 

(5 = 2. 60-2. 70 (m, IH), 2. 70-2. 80 (m. IH), 3. 
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75-3. 85 (m, 2H). 4. 97 (br. s. IH), 7. 13 (s. 1 
H). 7. 64(s. IH), 7. 95-8. 08 (m, 2H), 8. 35-8. 
45 (m, 2H). 8. 49 (s, IH), 8. 77 (br. s, 3H). 11. 
35 (br. s, IH), 12. 58 (br. s, IH) 
mMmi 5 : -8-7^^)l/-N- (4-ti;i;jb) ^;ti>PV>-7 

-ijJim^V^}' 2HC1 IHaO 



mm-^mme 8-x^m'otitc4- (t ert-:/hdF-2/*ji,7t?-.;u7'*y) -a 

-^^;!/-N- (4-l^yi?;i/) D-r>- 7 -*;i/:Jt^1J^^.K (400m 

s) t4m^imti^:^^i)->mm (i omi) ^m\i>mmm i o tm^(Dm. 

;i/) ^^l-^J'DV^-? -*;i/;Jf:^^i-* H 2HC1 IH2O3 1 Img^HH^ 

it^ >2 5 o-c (^m) 

*H-NMR (40 0MHz, DMSO-de) 

(y = 2. 15-2. 2 0 (m, 1 H) . 2 . 2 4 ( s , 3 H) ; 2 . 5 0 - 2 . 
60 (m, IH), 3.15-3. 30 (m, 2H), 4. 61 (br. s, 1 
H), 7. 34 (d, J = 7H2,1H) , 7. 53 (d, J = 7Hz, IH) , 
8. 22 (d, J = 6Hz, 2H) , 8. 75 (d, J=6Hz, 2H) , 8. 
7 9 (s, 3 H) , 11. 8 7 (b r. s , 1 H) 

mmmi 6 : (S) -4-T^>'-8-.><^;b-N- ( 4 - 1! U i?;i/) ^:^^P 
^>-7-*;i/;J1=¥-b-^ H 2HC1 
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mn'^mm7 (s) -4- Uert-:^h^i^ij)viti-jv7K 

J) -8-.><^;i/-N- (4-t»;s;;u) ^;i-i?Dv>- 7-3b)i/^:J^U-* > 
(1. 8 7g) i:4^^ffiK'>'::i-:^-9->Sa[ (50ml) 0 

l^tt®s^B^s^^$fT36c^ c: iitj; t) afltj© (s) -4-7^^-8-^^;!/ 

-N- (4-1^ 'Ji;;w) 5^;j-5/DV>-7-*;i/j}?dF-9-* js- 2HC1 1.4 
ibjIlK > 2 5 0 -C {i^m^ 

UlftA Ca]D*»*-47. 2 (c=l. 0, HaO) 
'H-NMR (400MHz, DMSO-d.) 

«y=2. 15-2. 20 (m, IH), 2. 25 (s, 3H), 2. 50-2. 
6 0 (m, IH) . 3. 15-3. 30 (m. 2 H) , 4. 61 (br. s, 1 
H).. 7. 36 (d. J = 8Hz. IH) . 7. 57 (d, J = 8Hz, IH) 
8. 26 (d, J = 7Hz, 2H) , 8. 77 (d. J = 7 H z., 2 H) , 8. 
87 (s, 3H) , 1 1. 9 5 (s, IH) 

^Sfe^l7 : (S) ( 4 - 1: U 5^;^) ^^'!pu 

V>-7-A;i/;}?=«r-9-^ H 1, 1 -£^:^-=3p•t^^ H 2HC.1 3/2H,0 

MH, 




i^**'&fiSfi»I7 6-??^?,ix)t (S) -4- (t e r t -r^b^s^*;u:t?-;i,7'* 
-^) -8-X^;i/-l, 1 -i^2^^^5^-N- (4-t^Ui?;i/) ^;t^ax'>-7 
-^^l^Ttf^-y^ K (7 3 3mg) i:4«it«Ks?7|-^r-l^->|g« (3 0ml). & 
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m^^mmmi o tmrncoRmmi'^^ntjio ^ tin x ^ ^m^D (s) -4-7- 

1, 2HC1 3/2H304 8 9ing*Mei!ggi:tT?f 

>2 8 O-C (^9-/^) 

Ca] i,^^ = +l 0. 8 (c=l. 0. H,0) 
*H-NMR (4 0 0MHz, DMSO-de) . 

<S = 2. 51 (s, 3H), 2. 55-2. 70 (m, 2H), 3; 76 (br, 
t, J=10Hz, IH), 3. 97 (br. t, J = 10Hz, IH). 4. 
85 (br. s, IH), 7. 89 (s, 2H), 8. 25 (d, J = 7Hz, 
2H), 8. 79 (d, J = 7Hz, 2H), 9. 18 (s. 3H), 12. 1 
5 (s, IH) 

^mmi8 : (S) -4-r^y-8-^^;P-N- (IH-t^V^D [3, 4 
-b] t:»;s;>-4-W;P) ^:d-i'DV>-7-*;i.;tt^-»f^ K i, l-i^^t 
^rtJ-'f K 2HC 1 2 HjO 




0 0 



mm-^mmi (S) -4- (t e r t ->^h^2</*;i/4^-;v7>5 

[3, 4-b] \^'Ji^>-4-^Jl) ^:t^a^>-7 -i3)Vn'-^D-K H (1 4 

omg) i:4^^i?2j-^rtf>^j« ( 1 0ml) ^mi^^mmm 1 0 tm^aom. 

JiSmf^^fTJfeaciatiJ; t) Ba«JO (S) -4-7'^>'- 8-y^;i/~N- (1 
H-if7\/n [3. 4-b] l^iJi;>-4-^;b) d 7 -5b;u;j?^ 
1^-^ K 1, 1 -i^^^ri^'i' K 2HC1 2H^07 2mgt:mnBm^mtL 
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>2 5 0*0 (^HP) 
'H-NMR (4 0 0MHz. DMSO-d,) 

<S = 2. 50-2. 70 (m. 2H), 2. 69 (s, 3H), 3.- 50-3. 
85 (m, 2H) , 4. 85 (br. s. 1 H) , 7. 8 0-8. 0 0 (m, 3 
H), 8. 5 6 (br. s, 2H), 9. 15 (br. s, 3H), 11. 63 
(br. s, IH) 

m&mi 9 : 4~T$ y- 6-^^;i/-N- ( 4 - i; ^:r^D^>-7 
h'. 2HC1 3/2HjO 




/R3N-^fi)60d8 3Tf§?,nfc4- (t e r t -:r h^i/3b;i/>lfi::;i/jr5 y) -6 
-^f-;i/-N- (4-l^Ui;;i/) ^:^^DV>-7-:b;u;l?i^^lJ-^ K (8 O-Om 
g) i:4i^^ffi^S?:r=^tl->«?a[ (2 Oml) *fflV^||lte{« 1 0 
^&i*<t%fT«e^ d iic J: (3 eWcD4-5'$v- 6 -^^;i/-N- (4 - i;us^ 
^:^^nv>-7-*;i/7P:^-!f ^ K 2HC1 3/2 H , O 7 0 6 mg 

Mj^ >2 6 0*C (^/SP) 

^H-NMR (4 0 0MHz, D.MSO-d,) 

6 = 2. 21 (br. t, J = 8Hz, IH). 2. 35 (s,. 3H), 2. 4 
0-2. 55 (m, IH). 3. 05-3. 15 (m, IH), 3. 25-3. 
35 (m, 1 H) , 4. 56 (br. s, IH) , 7. 46'(s, 1 H) , 7. 
56 (br. s, IH), 8. 25 (d, J = 7Hz, 2H), 8. 76 (d, 
J = 7Hz. 2H) , 8. 83 (br. s, 3H) , 11. 81 (br. s, 1 
H) 
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K 1, ]f 2HC1 2H,0 




1 -S?:;i-^r*>-N- (4-tUi?;i/) D 7 

=^■t^5 h- (6 5 Omg) fc4^^^^S^'7f-:^1i->^i^ (1 Oml) ^ffll^HJJB 

-N- (4-t:>jy;i/) ^;4-i?P-7>-7-*;U;}<4-y-^ K 1, l-i^;^=^.-y. 

2HC1 2H,05 1 5meS«Jl|IS«ggi:LTf§feo 
gh;^ > 2 8 0 'C i'$i^m) 

'H~NMR (40 0MHz, DMSO-de) 

<y=2. 51 (s, 3H) , 2, 6 5 -2. 8 5 (m. 2H) . 3. 73 (br. 
t, J = 8Hz, IH). 3. 97 (br. t. J = 8Hz, 1H), 4. 84 

(br. s, IH) , 8. 00 (s, 1 H) . 8. 09 (s. IH) . 8. 2 6. 

(d. J = 7Hz, 2H), 8. 79 (d, J = 7Hz, 2H) . 9. 26 (b 
r. s, 3H) . 1 2. 1 2 (b r. s, 1 H) 

^Jii^J2 1 : (S) ~4-T^>f'-G-/.^j],-}SS- {4-\^V^JJV) ^;ti'D 
•^>-7-*;U;Jf:^'9-^ H 2 H C 1 1/5H,0 



2 




^3^^^^J9 lTf§&nfc (S) -4- (t ert-:^h^i^iJ)l^_-jUT 
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(1. 0 0 g) ii4M^mSti^:i-^V->mi«i (2 0ml) SfflV^HJIg^ 10 t 
m^<DS.miSki'^^ntji^ atizj^y) BmcD (S) -4-7'^>'-6-;><^il/ 
-N- (4-t 5";^^Dv>-7-*;i/;l^^1t^ K 2HC1 1/5 

H2O7 2 Oing*^«fe3Sg«ilLT^fco 
iilJ^ > 2 6 0 'C i^m) 

[a] d" = -52. 7 (c = l. 0, HaO) 
*H-NMR (400MHz, DMSO-d.) 

6^2. 20 (br. t. J = 8Hz, IH) . 2. 34 (s. 3H) . 2. 4 
0-2. 50 (m, IH) , 3. 05-3. 15 (m, 1 H) . 3. 20-3. 

4 0 (m, IH) , 4. 5 4 (br. s, 1 H) . 7. 4 4 (s, 1 H) 7.. 

5 6 (s, IH) , 8. 2 3 (d, J = 7Hz. 2H) , 8. 74 (d, J = 7 
Hz, 2H), 8. 80 (br. s, 3H), 11. 78 (br. s, lH) 
^JIS^2 2 : (S) -4-7*^ >»- 6 -p(^;i/-N- (4-t^Ui;jl/) ^iti^u 

1, l-V^^^^^ Y 2HC1 5/4H80 

3l*n^nfz (S) -4- (t e r t -:/h^i^*;i/jt?— ^uy^ 
-6-^^;u-l. 1 (4-t:iji;;u) ^3|-^DV>-7 
H (6 9 6mg) i! 4M^liS?i^:^^-tf (2 0ml) * 

l O i:ll«l«0S;SI»f^StT&3 J: b ga«j<z) (s) -4-7' 
$ - 6 -^^;i/-N- (4-1^ us^;i/) ^:t^DV>- 7-*;u^^F-b-* F 
1, l-j;;i-4r-y->n* 2HC1 5/4Ha03 7 9mg^M6«gSi:bT» 

Ito 

>2 8 0-C i^m) 
UiftSi [a3D*' = + 3, 21 (c=l. 0, H,0) 
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*H-NMR (4 0 0MHz, DMSO-de) 

tf = 2. 5 0 (s, 3H) , 2. 6 0-2. 7 0 (m, 1 H) , 2. 7 0-2. 
80 (m. IH) , 3. 6 5 -3. 7 5 (m, 1 H) . 3. 8 8-3. 9 8 (m, 
IH), 4. 83 (br. s, IH), 7. 94 (s, IH), 8. 09 (s, 
5 IH) . 8. 22 <d, J = 7Hz, ^H) . 8: 77 (d, J = 7Hz, 2 
H) . 9. 13 (br. s, 3H) . 12. 01 (s, 1 H) 
^J|g^J2 3 : (S) -4-7'^>'-6-^^;U-N- (IH-lf^v^D [3, 4 
-b] t:«jy>-4-'f;i/) ^rri'D-vi/-?-*;!//-!?^-^-* K 2HC1 1 



10 




mn-^m9 (S) -4- (t ert-7'h^S/*;i/7l?-;i/7'^ 

y) - 6 -^^)l-N- (1 - h U 7x^;Up<^;i/t^vrD [3, 4-b] 
i^>-4-'r;u) ^2^4?D x'>-7-A;i/4«dF-t?-* K (7 0 0mg) t4m^if 

:t^i)->mm (2 0ml) ^m\^'^mmm i o i:i§i;gicDS/i&»f^*^f5&a c t 

15 fc:J;DBfit}© (S) - 4 -7" ^ y - 6 -^^;u-N- (IH-tf^l/D [3, 

4-b] l^U >:^>- 4 --<;!/) ^3^^DV>- 7 -3b;W4?d[^1?-^ h* 2HC1 

1 HgO 3 0 Smg^Wkn^m^il LT^§fco 
>2 6 O'C (^fi?) 

ie^tg! [a] p23 = -54. 5 (c = l. 0, H2O) 
20 'H-NMR (4 0 OMHz, DMSO-da) 

6 = 2. 19 (br. t, J=10Hz. 1H), 2. 34 (s, 3H), 2. 

40-2. 50 (m, IH), 3. 10 (br. t,'J=10Hz, IH), 3. 

29 (t, J = 10Hz, IH), 4. 55 (br. s, IH), 7. 40 (s, 

155 



wo 01/68607 



PCT/JP01/0Z132 



IH) , 7. 54 (3. IH) , 7. 92 (d, J = 4Hz, IH) . 8. 54 
(br. s, IH) . 8. 66 (br. s. 1 H) , 8. 78 (br. s. 3 
H) , 11. 43 (br. s, IH) 

mmm2 4 : (S) -4-7'^y-6-^^;i/-N- (lH-b:7\/.D [3. 4 
5 -b] t US^>-4->f;i/) f=-:r^'a-?>-7-*;i/jKJp-'y-^ 1< i, i-s?;^ 
'^•y-'f K 2HC1 2HaO 



iS*t^^fi«|9 5T»c,nfc (S) —4- it e rt-:rh^i^ii/U:i^-jVT?, 
-6-^^;u-l, i-j;:^^2^_N_ ( l - H ij 7 3. - i/d 
[3, 4-b] If Uy>-4->f;u) ^:^^'D Y-^-? -;b;U4?^-t^* K (6 1 

omg) }i4m^i^:t^V'>mm (2 0ml) ^mi^^mmi o tmmcDs. 

^&mf^^ff5&acii:tJ:D@6tj© (s) -4-7'^ y - 6 -^^ju-n- (l 
H-C^Vd [3, 4-b] i;';s^>-4--f ;i/) 5^:i-e^nv>-7 -3b;b7t?^ 
■l?-^K 1, F 2HC1 2 H, O 3 3 0 mg 

Sk/i^ >2 6 0°C (^m) 

[a] d'' = +3. 8 (c = l. 0, H,0) 
*H-NMR (40 0MHz, DMSO-d,) 

(y = 2. 50 (s, 3H) . 2. 67 (br. s, 1 H) , 2. 78 (br. s, 
IH) , 3. 6 0-3. 8 0 (m, 2H) . 4. 8 4 (br. s, 1 H) , 7. 
8 5-7. 9 5 (m, 2H) , 8. 0 4 (s, 1 H) , 8. 5 5 (br. s, 2 
H), 9. 10 (br. s, 3H), 11. 58 (br. s, IH) 
mMm2 5 : (S) -4-7'^y-6-;^5^;i/-N- (IH-ITPD [2. 3- 
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•y-'Y K 2 HB r SHjO 




mm-^^mi 0 O-cm^tltz (S) - 4- i^>i^)lyt^i^iJJUif^-JUT$. 
^) - 6 -j<9-J\y- 1 , 1 -i;2t-:^i,-N- (1H-I^DD.[2. 3-b] l^U 
i?>-4-^';i/) ^:t^o-7>-7 -±)V^.^i)'k H (4 0 Omg) i: 3 0 

^b^K^iJB^ggig^K (2 0ml) ^m\^^mM^i 3 hmmcDRmmi^^ntji.^ 

^ itic: J; t) Sfl«J0 (S) -4-T^^~6-;A^j]y-l^- (lu-^aa [2, 
3-b] y S;>-4--f;i/) ^;t^DV>- 7-*;U3}fit^-9-* H 1, 

ri-^^-^Y 2HBr 3 O 2 9 Smg^lSfeiiig^i: UTftfco 

lll;;^ > 2 4 0 "C (^Q-iP) . 

^H-NMR (4 0 0 MHz. DMSO-ds) 

tf = 2. 50 (s. 3H) , 2. 5 5-2. 6 5 (m, 1 H) , 2. 70-2. 
80 (m, IH) , 3. 75 (t. J = 9Hz, IH) . 3. 84 (t, J = 9 
Hz, IH), 4. 9 0 (br. s. IH). 7. 11 (br. s, IH). 
7. 60 (s, IH), 7. 81 (d, J = 4Hz, IH). 8. 07 (s. 1 
H). 8. 20 (br. s, IH), 8. 42 (br. s, IH). 8. 72 
(br. s. 3H), 11. 46. (br, s, IH), 12. 54 (br. s, 
IH) 

^Mm2 6 : 4-T^>'-6-i'DD-N- (4-k^ Ui?;i/) ^;^-^d v-^-y 
-*;i/7tf^r-9-^ K 2HC1 I/3H3O 
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mg) ii4m^mmi^:t^^>mm (i smi) ^m\,^mmm i o tm^(DR 

Jffi;i»f^*fT^ 3 c: h t J: t) ga?JCD4 -7"^ - 6- ^DD-N- (4-.]^fJi> 
JV) ^:ti7UT>-7 -tlJV^r^^V^K 2HC1 l/3H,0157mg% 

ill;^ > 2 7 0 "C (^») 

*H-NMH (4 0 0MHz, DMSO-d,) 

6=2. 19 (br. t, J=llHz. IH), 2. 40-2. 50 (m, 1 
H), 3. 10-3. 15 (m. IH). 3. 30 (br. t, J=llHz, 
IH), 4. 62 (br. s, IH), 7. 58 (s. IH), 7. 83 (s. 
IH) , 8. 19 (d. J = 6Hz, 2H) , 8. 76 (d, J = 6Hz, 2 
H) , 8. 90 (br. s. 3H) , 12. 07 (s. 1 H) 
Mil&mzi : 4-7^y'-6-^DD-N- ( 4 - 1: U ^:t^a-r>-'7 
-*;i/7t?^r1?-^ H 1, 1 -i?*:^F-9--f 1< 2HC1 

m^-^^mi 0 87^^^tiit4- (t e r t -:/h^i/^7;bj}f^;W7'^ y) - 
6-^DP-l, 1 _.:;:^:^.>--N- (4-t^iJS^;u) d > - 7 - 

:K^t>-$ K (1 8 Omg) t 4jS^igK2^;^-*■t^>j1^^t (2 0ml) 

mm 1 0 bmm<D&i^mi^^nt3io ^inzi:}} mm(04-T$.^-6-^a 
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D-N- (4-l^»Ji>;u) ^;?h^DV>-7-*;U;K4r-tf^ K 1, l-i?:fdf- 
1?->f K 2HC 1 1 0 9mg§«tfe«gSi:b"Cf§fco 
iS!l;i^ >2 8 O'C {^M) 
»H-NMR (4 0 0MHz, DMSO-de) 
5 (5= 2. 6 0- 2. 7 0 (m, 1 H) . 2. 7 0-2.. 8 0 (m. IH) , 3. 
78 (br. t, J=10Hz, IH), 3. 98 (br. t, J=10Hz. 
IH), 4. 89 (br. s, IH) , 8. 16 (d, J = 7Hz, 2H), 
8. 25 (s. IH) , 8. 28 (s, IH) . 8. 78 (d, J=t7H2, 2 
H), 9. 20 (br. s, 3H), 12. 22 (s, IH) 
10 ^JfB^2 8: (S) -4-7'^y'-6 -^^PO-N- (4-tf U i^;b) ^3i-i/D 
v>-7-*;i/;lf:^i^^ K 2HC1 




/^**^ee0iJ 1 1 4•e^#e»^^fc (S) -4- (t e r t-z/h^iyioJU^r^-JVy 
^y) -6-i7Dp-N- ( 4 - U 5;;i/) ^:t-^u^y-7 -iJJlTti^-^^ K 

15 (3oomg) t4m&mwti^^^'\)-y^m (2 0ml) :&m\>^mMmi 0 ii 

l^«6®Sj!Siif^Sff«:5 J; I? aflt}C5 (s) - 4-7'K ^ - 6 -i^ai3 
-N- (4-fc:US^;U) ^::i-^D-e>- 7 -*;i/:it:^-9-^ K 2HC1174m 

g * -^Hfe^g^ ^ L -c ^# o 

Mf^ > 2 7 0 °C (^M) 
20 [a] D^'=-42. 3 (c = 0. 5, H^O) 

^H-NMR (40 0MHz, DMS/O-dg) 

6 = 2. 20 (br. t, J=llHz, IH), 2. 40-2. 50 (m, 1 
H), 3. 10-3. 18 (m, IH), 3. 31 (br. t, J=llHz, 
IH), 4. 62 (br. s, IH), 7. 58 (s, IH), 7. 85 (s. 
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IH), 8. 20 (d, J = 6Hz, 2H), 8. 77 (d, J = 6Hz, 2 

H),8.95(br.s,3H).12.lO(s,lH) 

MMmZ 9: (S) ~4-TS.y-6-i7Dti-U- (4-1^ ^jti'O 

v>-7-*;i/;}^:^-t>-^ h* 1, l-S^>:^-b->r H 2HC1 



JP**-&]5e^l 1 em^Hti (S) -4- (t er t-:/h^i/*;i/4f-7l'7' 
^y) 1, 1 -i;:;d-=^p2/-N- (4-t:Ui?;i/) ^:i-i7D-7i/- 

7-*;i/;J?dp1J-^ K (2 7 0mg) 1 4m^imi^:t^^>mm. (2.0ml). « 
fflv>5ISfi«l 1 0 iiPfilosiiSiSlf^^ff ftd d iit: J: b (s) -4-:r 
10 $y-6-:i'Dp-N- (4-fc:US^;i') 5^:r^nv>- 7-*;i/!K^-9-^ K 
1, 1 -i^z^-^lt-f K 2HC; 1 1 5 6mg*^llffe<ggi:bTf#fco 
Hlji^ > 2 8 0 -C (^ji?) 

mUtm Ca]D'^ = +ll-3(c = 0.5,HaO) 
^H-NMR (40 0MHz, DMSO-de) 

15 6 = 2. 6 0-2. 7 0 (m, IH) . 2. 7 0-2. 8 0 (m, 1 H) . 3. 
80 (br. t, J=10Hz, IH), 3. 97 (br. t, J=10Hz, 
1 H) , 4.. 8 9 (br. s, 1 H) , 8. 15 (d, J = 6 Hz, 2H> , 
8. 24 (s, IH), 8. 29 (s, IH), 8. 77 (d. J=6Hz, 2 
H). 9. 17 (br. s, 3H), 12. 19 (s, IH) 

20 mMmSO : (S) -4-T^>'-6-^DD-N- (lH-t;5>/D [3, 4. 
-b] t:'Ji?>-4-'f ;i/) ^:i-^u-7>-7 -ijji^^df-^S, K 2HC1 
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mm^^mi l 7l?f§6tlfc (S) -4- (t e r t - y h ^-yijjvii's:^j],7' 
^y*) -6-^PD-N- ( 1 - h V 7x-;i/p<-?-;i/t:^»/D [3, 4-b3 
U2^>-4--f;i/) ^:^-d^DV>-7-:J3;u.1?:^-tf ^ K (2 5 Omg) fc4^^ 
5 S^;d-^r-9->?gr« (2 Oml) 1 0 ^1 I^I^m^^KJIKiS^^i&^T^a: o C 

tlZXt)^$^<D (S) - 4-5'^>'-6-i^PD-N- (lH-t7V/D [3, 
4-b] l^'J2;>-4-'/;i/) ^3^^DV>-7-*;^;Jf:^•9■^ H 2HC11 

Sll;iS >2 4 O'C (^|?) 

10 'H-NMR (4 0 OMHz, DMSO-de) 

<5 = 2. 15-2. 25 (m, IH), 2. 40-2. 50 (m, IH), 3. 

10-3. 2 0 (m. IH), 3. 29 (br. t, J = llHz, Ih), 4. 

64 (br. s. IH) , 7. 56 (s, 1 H) , 7. 78 (s, 1.H) , 7. 

87 (d, J = 4Hz. IH) , 8. 49 (br. s, 2 H) . 8. 70-8. 
15 9 0 (m. 4H) , 1 1 . 4 1 (b r. s, 1 H) 

mmms i (s) -4-7'^>'-6-j^dd-n- (iH-tr^v^p cs, 4 

-b] try s^>-4 --c;!/) ^:t^Dv>- 7 K 1, i-i^yt 

^^-( K 2 H C 1 
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Bi^^^Ml 1 8-c»e.tt& (S) -4- (t e r t h dF-S/ij;i/4^-;i/T 
^y) - 6-i?oD-i, 1 -i?;^-^.>-N- ii- h :^-)v/^^)v\^^'j 

5 9me) t4mMi^>t^v->mm (2 omi) ^m^^nnm i o k,m^(DS. 

JSaif^Sfr^a i:tc J; t) iflt® (S) - 4- T^>'-6-^pp-N- (1 
H-l^^V/D [3, 4-b] tf>J2;>-4->f ^^iza-^^-l -ijjum^ 
■l?-^ 1« 1, l-i^;^^-tf-r K 2HC154. S mg^n^M^mmi^iiLX 

ift;^ >2 5 0-C (^m) 

»H-NMR (40 0MHz, DMSO-de) 

5^2. 60-2. 9 0 (m, 2H), 3. 78 (br. t, J = 10Hz. 1 
H) , 3. 99 (br. t, J=10Hz, 1 H) , 4. 91 (br. s, 1 
H). 7. 90 (d, J = 5Hz. IH). 8. 24 (s, 2H), 8. 54 
(br. s, 2H) . 9. 19 (br. s. 4H) , 11. 72 (br. s, 1 
H) 

miMm32 : (S) -4-7^>'-6-^Pp-N- (IH-tfPP [2, 3- 

b] l:fUi;>-4-'f;v) ^:^-^pv>-7-3ij;i/.1f:?F1f^ K 1, 1-J?;t* 
K 2 HB r 3/2 Ha.O 



®#*-&^0ll 2 3■Tf^»e>i^fc (S) -4- ('<>i?;i/>r^i'*;i/sl?-;i/7' ^ 

y) -6-^^PD-l, 1 -y;?|-^>>-N- (IH-ITDP [2, 3-b] t U 
i^>-4 — f;i/) ^2h^Pv>-7 -^^W^Kd^tf^ K (laOmg) i:30%j| 

fb'2kiR®itKi§« (15ml) ^m^i^nnm 1 3 tmm(o&fi^miiF^n^^ 
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c: i: J; ») a 0U® (S) - 4- 7'^y-6-i?PD-N- (IH-fcTDD [2, 
3-b] hrUi^>-4->f;u) pv>- 7 -*;i/;t?^r-lJ-^ 1 , 1 

|« 2HBr 3/2H2O 4 ling*^fil!ft^ff^@($:i:LTf#fco 
gfi;^ > 2 4 0"C (^9-^) 

5 'H-NMR (4 0 OMHz, DMSO-dg) 

<y=2. 5 7-2. 6 7 (m, 1 H) , 2. 7 0-2. 8 0 (m. 1 H) , 3. 
75-3. 90 (m, 2H), 4. 95 (br. s, IH). 7. 03 (br. 
s, I'H) , 7. 59 (s", IH) , 8. 07 (d, J = 5Hz, 1 H) , 8. 
08-8. 20 (m, IH), 8. 27 (d, J = 5HZ3 IH). 8. 72 
10 (br. s, 3H) , 11. 5 3 (br. s, 1 H) , 12. 5 0 (br. s, 
IH) 

mW&ms 3 : 4-TS.y-6-yt h^tz-H- ( 4 - t: U i?Jl/) ^^i-^/a^y-. 
7 -i3JU:r^^V^ 2HC1 IH2O 



15 M3|6^^fiR^J 1 2 9-C»f>*lfc4- {t e r t - -l/h^iyitUVr^-Jl^T^ ^) - 
6-p< hdF2/-N- <4 -l^ »;S^>»1/) ^:ti^a^>-7 -itjJVTt^^i)-^ K (3 5 
Omg) h4m&^mi^:t^D'>^m (2 0inl) ^^^^fii0lJ 1 0 iimmcr) 
S/i&^f^*fT«c -5 Z. ii J; b @a^©4 -7'^ - 6 h^^S^-N- ( 4 - 
eiJ5;;u) 5^:t^'DV>-7-*;i/Jt<:^r-»f* K 2HC1 lH20 2 9 6mg 

20 *^«fe/g^i:bT^§fco 
ik/iS > 2 2 0-c (^m) 
^H-NMR (4 0 0MHz, DMSO-dg) 

6 = 2. 20-2. 30 (m, IH), 2. 40-2. 50 (m, IH), 3. 
0 0-3. 10 (m, IH) , 3. 15-3. 2 5 (m, IH) , 3. 9 0 (s. 
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3H), 4. 61 (br. s, IH), 7. 39 (s, IH), 7. 62 (s, 
IH), 8. 22 (d, J = 6Hz, 2H), 8. 75 (d, J = 6Hz, 2. 
H), 8. 94 (br. s, 3H), 11. 55 (s, IH) 

5 7-*;i/;r?:^1f ^ K 1, 1 -i?;i-^rtf-f K 2HC1 BHjO 

0 0 0 

M3|B^•^fiS50!l 1 3.1-ei§e,iifc4- (t e r t -:/h:J»ri/*;yjJtr:;i':r^y) - 
6 h:^rS/- 1 , 1 -2;:;i-:^i/-N- (4-trU2^;b) ^*^n^>-7-ii 
K ( 1 3 Omg) t4m^1Ami^:i-^^>mm (1 0ml) ^mi^ 

10 1 0 JH^tUcDS/Saf^^ff^a c fct J; »> ga«jfD4-r^>-8-p« 

hi!^S/-N- (4-l^i;y;i/) ^:r^o v'>-7-:i3;u^dEViJ-5 K 1, 1 
;d-=splt^ K 2HC1 2H3O 7 6mg*M6ISSi:LT?§fe, 
Ifcji^ >2 4 0-C («•«) 
*H-NMR (4 0 0MHz, DMSO-d.) 

15 <y = 2. 6D-2. 7 0 (m, IH) , 2. 7 0-2. 8 0 (m, 1 H) , 3. 
70 (br. t, J=llHz, IH) , 3. 85 (br. t, J=llHz, 
IH) , 4. 0 0 (s, 3H) , 4. 8 6 (br. s, .IH) , 7. 8 5 (b 
r. s, IH) . 8. 05 (s, IH) , 8. 18 (d, J = 7Hz, 2 H) , 
.8. 75 (d, J = 7Hz, 2H), 9. 15 (br. s, 3H), 11. 6.6 

20 (br. s, IH) 

m^ms 5 : (S) -4-7'^y-6->« b^->-N- (4-fc:'JJ?A) ^^ir 
DV>-7 F 2HC1 IHaO 
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H 
0 




mm^^mi 3 7rm^titz (s) -4- it e r t-yh^i^ti)]/n'y=.j\^7' 

K (2 5 0mg) t4j|S^*S^$/3j-c^-t^>^i«[ (2 0ml) SfflV.^||^fe0a 1 0 



^rS^-N- (4-t ^:d-^p^>-7-*JI/7lf=lrtJ^^ K 2HC1 1 
HjO 1 9 7mg4^ISfeMSi:tT^ifco 
gl!;l^ >2 2 0°C (cQ-ZI?) 

fiSt^feiS [a]D'^ = -16. 5 (c = 0. 5, H2O) 

10 ^H-NMR (40 OMHz, DMSO-dg) 

<y=2, 2 0-2. 3 0 (m. IH) , 2. 40-2. 5 0 (m, t H) , 3. 
00-3. 10 (m. IH) . 3. 2 0-3. 3 0 (m, IH) , 3. 89 (s, 
3H), 4. 59 (br. s. IH), 7. 37 (s, IH), 7^ 64 (b 
r. s, IH), 8. 21 (d, J = 7H2, 2H), 8. 74 (d, J = 7H 

15 z. 2H), 8. 99 (br. s, 3H), 11. 58 (br. s, IH) 
mmms e (S) -4 -7'^>'-6-^ h^i^-N- (4-l^Ui?;i/) 
DV>-7-A;I/7K:?F-!J-5 |, 1^ l-*;:r^1^->f h- 2HC1 2H2O 



mn-^^mi S.B-^^^Hft (S) -4- (t ert-rmri'*;i/jtf-;i/7' 
20 ^>') -6-^ h^rS^- 1, l-s;;i-#i/-N- (4-tfUy;v) ^:r^p TV 
-7-*;i/;}?:^p-b-^ K (1 3 Omg) t 4m&mmi^^^1)'>mm (l Oml) 
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^m\i^mmm l O iiI^«|(Z>SliS»f^*ff ^ i:t:J; t) BfitjcD (S) -4- 
y'^y-e-;** h^r2^-N- (4-t:';2;;b) ^3j-i^p-r>-7-*;i//t<:^^1f ^ 
K 1, l-i^';^-^-*?-^' H 2HC1 2 H, 0 8 8 mg*jR^#giia: LT^f fc, 
Sli;^^ > 2 4 0 -C {^m) 

Miftm [a] d" = +23. 3 (c = 0. 5, H^O) 
'H-NMR (4 00MHz, DMSO-dg) 

(5 = 2. 6 0-2. 7 0 (m, IH) , 2. 7 0-2. 8 0 (m, IH) , 3. 
69 (br. t, J=12Hz, IH), 3, 85 (br. t, J = 12Hz, 
IH), 4. 00 (s, 3H), 4. 85 (br. s, IH), 7. 84 (b 
r. s, IH), 8. 05 (s, IH). 8. 17 (d, J=6Hz, 2H),. 
8. 74 (d, J = 6Hz, 2H), 9. 12 (br. s, 3H). 11. 64 
(br. s, IH) 

^^j^:;^^ 1 : mm 

*%BJ<h-&%J 10. Omg 

^® 5 0 , Omg 

h '^tazr$/7=>r> 2 0. Omg 

MS-fe;i/P— ;^ 2 9. 7mg 

Tl^U tr::i;HiD y H>K3 0 5. O mg 

^^^^ 5. Omg 

;^7^y''J>l^-x-^^^^A ■ 0. 3mg 

12 0. Omg 

5j?';if^;H^Dy K>K3 0«H««MU-C«I^U 2 OjX yS/iCDtt^^aU-Cifi 
feUfco 5 0'CT2I^HSg;«|bfcSls 2 4^ yi^ji.©ai*fiU^ ^'^Ui'*.!: tJf^l 
T^T^i; >Kv^;^5/i>A*S^U, !ig7mm©^^$fflV^T^ lgll2 0mgO 
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^^BMib-am 10. Qmg 

■ 7 0. Omg 

h->^P3>>7->7-> 3 5. Omg 

^J?'; tr:;nrn ij ft>K 3 0 2. Omg 

^^^^ 2. 7mg 

;^5-7tJ >i»-sr^^Av.^A 0. 3mg 

12 0. Omg 

^'>K3 0«B^a>fefflV^-^:i^^L. 2 O;^ yiyjL(Dm^j^VXM^brco 5 0'CX' 
i^'tPA^m^L. Jl*7*-fe;u (4^) t^^L. 1 2 Omg®*r-fe;u^Ji&i4U 

fee 

9^m«>5 OmMH 'j;^t KD#i/j<^ji/:7'* (Tr 1 s) (p 

H = 7. 4) V lmMS?^:i-;^b'f 1 mM E.GTA. ImM EDT 

^0^> i^/ii^t&lll ( 1 0 , OObxg, 3 O^FJ) {ZJ; t)±J»*»feo »CJ3±rf 

4t KP=^e/y'/^i5^i' hi^Atma^^-frfeo *^Ai±H 0. aMu.^^ytM/^ 

7- (pH=6. 8) xa/tmi^fto Rho:3p:h— y^^satiO. 4MU>ffi^iy7 
7- (pH=6. 8) *MV>T^£a^-&fc, Rho4:^— tfcorryHr-fliJWTo 

SOmMTriss ImM EDTA. 5 mM MgCl^. 50Atg/ml 
t;^h>, lO/iM GTPyS, 100//g/ml RhOs 2/zMC"P) 
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tsRlt^m (±m 5 0 ml) *3 0-Cs S^IfflSjSS^-arfco SJ!SI±2 5% h U^'P 

(TCA) mmimi^mmT^^tiz^^)mT^'^. 4'Cs 3o^b8i» 

^«l®ffim-^fflH:*m<b-&«i^^«i!lP (Control) <Dtkmil^t<Dttmi=.^*) 

mmnm (%) = ■■ . x i o o 

mfSkM 2 : R h o IfRa^f-^ffl ( b h R h o =^:^-^?®8iS#ffl) 

.10 t hRho=^:^— l?a:JiiT©ait3li«KLfeo I Shi zak i &(T.. Ish 
izakl et al. EMBO J. 15, 1885-1893, 199 
6) fc:J;»jffl^$ti,feb hROCK- 1 cDlJ Amm^miZH^mL ft lllTCoy 
5^^— i&ffll/^. Human Placenta c D N A( C 1 o n t e c h 
tt. Lot. 7 0 3 0 0 8 6)^f|Mi:bTPCRSJfSliiHSiiS*fTo*:o 

15 

r^W" v— No.l : 

CC GAGCTCC ATG TCG ACT 66G 6AC A6T HT GAG (eB9J^K99#^ 1 ) 
Sac I 

20 T AGCGGCCGC ACT AGT TTT TCC AGA TGT ATT TTT G (i^9J^i^5US^i^ 2 ) 
Not I 

«*ibfcDNA«fM-* Sa c I43J;tJ«JVot I "Ct^-fb^N mfiROSAiMia 
.f!&Mm^^'!^—s pBAC-l(Novagenn*fc)<Z)Sac I/ATot 
25 IffiffiCi^AbTk FROCK- l^SSe^m-^i'^'—^cf^iibfc. ^e>t:R 
OCK- K^^t-r ( 1 ~ 4 7 7 7* y gfc) CD5i^i*^^R*-a: 
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WrLTt hROCK- 1 c DN A©C*4Sgm^$|iS?5feL. ^(DteKiBH 
s-TagiB^J^f^finUfct hROCK - 1 :J|r:^— If Kp<-f >SP^ (1-^47 

^.^-CftSib^t^:^— eK^>r>%^'^^^^-§fflV^-C. BacVector 
- 1 00 0 Transfection K i t s (N o v a g e ntt) »3. 

Sf 9«fflliafc:^L«a^x.'^>f ;i/::^?g:MO 1 = 10 ii^fe?) J; T^KR 
10 Olgm (S f - 9 0 0 I I SFM+5%FBS+'^^$/U>->^ hl^rh v-^f 

S^>x GIBCO BRL) 1:. 2 S-C. 3aS^#Lfco 
^iliSIT^x 3S»llv^afl{3j;!3$fflJia*lHliRLv ^®>''«^y7 5'- (2 0mM Tr 

is-Cl, pH = 8. 0. 0. 5mM DTT^ 0. l%Triton X- 

100, 3 0 0mM NaClx 2 mM >(Kir^J^jv, 0. 5 mM EDTA, 
15 ImM ^>X7'$:>*>. l/ig/ml n>r'^r^>. 1 ju g/ml^yx^ 9- 

>A< 1 /uLg/mlTTa^-^^ 0. ImM PMSF) izX^^'^Vi-^ 

7A(Qi agren*t)*fflUTfTofeo 
20 t hRho^:?-— IfT'V-b-f ttJjiTOilbfTofeo SJE&^^ ^ b T r 3 ;^ ^ 

A&t;^ h >«^tf >; >K<g®^ifg^s^* 1 0 0 At 1 ( t:>^ h >cD^j|$am 2 . 5 /z 
g/mi)^iiDLs ^a-e i^Kfifegbfco yi^—hf^<Dmm^mM^. 300 

.25 yal<?)0. 0 1 %'>>>ifli?i7;i/:/^ >«#tf •;>®?^®J!S3®«f«*«IA0b. ^ii 

2 OmM (N-^;u^'; ^) 7•D/^•>J^;^/^>®-Na OH (pH 7. 2) x 

169 



wo 01/^607 



PCT/JPOl/02132 



0. Imgyml^i^MmTJVy^.^^ 5 mMi»^;d-;^ U-f ;K 1 OmM 
^-i^y-bn U 5 OMMM:^i?>K:^ h 'J -^A, 1 0 mM«[fbTi^^2/«i7 
Av luM [»P] ATP. ±td(D:&^T'mm:brzRho^i—ii^^V(^mt 
-&#I*^tfS^RT^ (±a:10 0xzl) ^aT*2 O^BSS*&^-&j!S:„ 0.7% 

(tt»a; 1 ) 



^1 





Rho-k inas elSSrSti (ROCK-1) 
I Cso (nM) 


mnmi o 


1 3 



«i$if^> iiiy$iefjfiifiEisi> ^^'Ci^mm. wmanmrnifiiMm. mms^. 

^mmmj&mm. ^mm±m. tatbmmit^. M^mwrnm. m^mm. mm 

»i^^umn. wmt^mmm. mm&mmn. m^fim^mn. nmmm 
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*misRi*H B^vmm^mt<^m2 000-07476 4^^^mt uT:fet)s 

mm 

mm^m^im-^ 5 c^agjcH i s - t a gmm^mnhtiii b r o c k 
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1. ~ 




HN — R2 



H 



/CH,)a ( , ) 



^L> R*H:2KK8x 7';u^;k p*^;!/:*-;)/. ^ h Pifcfcti^T>«^ 

To 

a {± 1 A» e, 4 <0Si&*5^^o 

XttCHas O. Ss SO.ifctiNRMSt*, R'tt/klJS, T-^^l/:^ 

Ytt^ (I I I) s a; (I V) . (V) . (VI) K:J:t)4S^KS«*i3^r, 
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(I") (IV) (V) (VI) 



(^(11 1). (IV). (V). ivi) R\ E^ttm-^tzum^-o 

5 ttS/T-y^g^ro ) 3 

2. -las^ (I) 4»s 

R'***^^ VNoy^, tKa=^t^JK 7)\^u^t/^ ^hn^ gglS 

10 R«*J7jc^«^Lx 

atf l*»f,3©^i5t$mLs 

Yds^ (I I I) . ^ (IV) , A (V) t:J:t)^^ns**^b. 

^(11 I), (IV). (V) ^^'^DR^ R*i«l^-^feat^«:oTx tKISx 7 

3. (S) (4-l^U2^;i/) ^ P v > - 7 -;{7;^^:^•t^ 

20 (S) (4-l^'J2^;U) ^7hi'p-?'>-7-*;U;K4r-l?-^ K 

1, 1 -i^:4-4r-9--f h% 

(S) -4-7'^y-N- (lH-t:v^/P [3, 4-b] l^'Ji^>-4--f 
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(S) (lH-e^\/D [3, 4-b3 tus;>-4--f 

^;t^ov>-7-*;i/7tfdpi^-5 K 1, 1 -i^sl-^ti-i- h% 
(S) (IH-l^PP [2, 3-b] fcrUt^>-4->f;u) 

5 (S) -4-7'^y-N- (IH-lfno [2, 3-b] t: U y >- 4 -'f 
5=-5i-i5?DV>-7-A;i/;t<^r-!f ^ H 1, l-S^^T^It-fF 

4. (s) - 4 -7"^ - 6 -^5=-;i/-N- (4-t^uy;u) ^ar-^D-7>-7 

(S) -4-7'^>'-6-^^;k-N- {4-h:Ut^JV) ^:*-e^DV>-7-* 

(S) -4-7'^>'- e-i^DP-N- ( 4 - U ^;i-i^p-7'>-7 -* 

15 (S) -4 -T'^ y- 6 -^DP-N- (4-l^'J ^2|-^.PV>-7-* 

(S) -4-7'^y-8-^^;U-N- (4-bfUy;i/) ^:te7n-r>-7-* 

(S) -4-7'^y-8 -^5F-;i/-N- (4-1^ 'Ji^;i/) ^:^^n^>-7-A 
20 ;U:t?:?[^-b-^ K 1, 

(S) -4-7'$>'-6-^^;i/-N- (IH-l^PD [2, 3-b] l^U'^> 
-4->f;i/) ^2|-^p t'>-7-*Jl/5K=^r-9-^ h- 1, 1 -i;;i-4r-lJ->f h\ 

(S) -4-7'^y'-6-t5'PP-N- (IH-lfDD [2, 3-b] t:US?> . 
-4->f;u) ^:^-^pv>-7 K 1, l-i^^^^^ \t 

5. il*^l~4®t^mi»t:ta«®:?'^ K-Tb-^tr. 
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7. mmt'tnmMs mm^mmm. immm^mm. mmmsssiE.m. 

Ms mm&f^mm. ^^mmf&mm. nm^&mn^m. mmmi^mM. ms^(Dmib 

8. is^^ l~4ov^rn*t:gBf8(07'^ H^ti■&^^ ^(Dm{i^^^i±^(Dmm 

10. af^?g l~4®l>rti3b*K:iBm05'$ H-fb^^s -eolH4<4:|Efctt^©E 
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SEQUENCE LISTING 



<no> 


Welflde Corpora-tion 


<120> 


Amide conqpounds and use thereof 


<130> 


09393 


<150> 


JP P2000-074764 


<151> 


2000-03-16 


<160> 


5 


<210> 


1 


<211> 


33 


<212> 


DNA 


<213> 


Artificial Sequence 


<220> 




<223> 


Oligonucleotide designed to act 


<400> 


1 


ccgagctcca tgtcgaciigg ggacagttitit gag 


<210> 


2 


<211> 




<212> 


DNA 


<213> 


Artificial Sequence 


<220> 




<223> 


Oligonucleotide designed to act 


<400> 


2 



:33 



tagcggccgc actagttttt ccagatgtat ttttg 



35 



<210> 



1 
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<211> 60 
<212> DNA 
<213> Unknown 

<220> 

<223> DNA sequence of part of expression vector of human ROCK-1 
kinase domain having His-Tag sequence added to C-terminal. 



<400> 3 

aat caa aga aga aat eta gca etc gag cac cac cac cac cac cac taacctaggt 55 
Asn Gin Arg Arg Asn Leu Ala Leu Glu His His His His His His 
1 5 10 15 

agctg 60 



<210> 4 

<211> 60 

<212> DNA 

<213> unknovm 

<220> 

<223> Complementary strand to DNA sequence of Sequence listing SEQ 
ID No s 3 

<400> 4 

tta gtt tct tct tta gat cgt gag etc gtg gtg gtg gtq gtg gtg attggatcca 55 
tcgac 60 



<210> 5 

<211> 15 

<212> PRT 

<213> unknown 

<220> 

<223> Amino acid sequence of part of human ROCK-1 kinase domain 

having His -Tag sequence added to C-terminal. 



<400> 5 

Asn Gin Arg Arg Asn Leu Ala Leu Glu His His His His His His 
1 5 10 15 
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